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P-ROCEEDI-NGS
(9:02 a.m)

GREETI NG AND CALL TO ORDER

CHAI RVAN SCHNEI DER:  Good norning. | am
going to call this neeting to order. M nane is Mx
Schneider. And | would like to introduce Ms. Kinberly
Topper, the Executive Secretary.

EXECUTI VE SECRETARY TOPPER  And after he
introduced ne, 1'd like to introduce to you all the
new Executive Secretary for this Commttee. She'll be

taking over as soon as the neeting is over today.

That's Karen Soners. Karen, would you stand up,
pl ease, so everybody can see you? She'll be the one
you all want to call in the future

CONFLI CT _OF | NTEREST STATEMENT

EXECUTI VE SECRETARY TOPPER: This is a
conflict of interest statenent. "This follow ng
announcenent addresses the issue of conflict of
interest with regard to this neeting and i s nade part
as of the record to preclude even the appearance of
such at this neeting.

"Based on the submtted agenda for the
meeting and all financial interest reported by the
commttee participants, it has been determ ned that

all interests in firns reported by the participants
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present no potential for an appearance of conflict of
i nt er est at this neeting wth the followng
exceptions.

"In accordance wth 18 USC Section
208(b) (3), full waivers have been granted to: Dr. Max
Schnei der and Ms. Susan Cohen. A copy of these
wai ver statenents may be obtained by submtting a
witten request to the agency's Freedom of Information
O fice, Room 12A-30 of the Parklawn Buil di ng.

“I'n the event the discussions involve any
ot her products or firns not already on the agenda for
whi ch an FDA participant has a financial interest, the
participants are aware of the need to exclude
t hensel ves fromsuch invol venent. And their exclusion
will be noted for the record.

"Wth respect to all other participants,
we ask in the interest of fairness that they address
any current or previous financial involvenent wth any
firmwhose products they may wi sh to coment upon.”

Thank you.

CHAI RVAN SCHNEI DER: Thank you very nuch.

I'"d like now to introduce or have each
i ndi vi dual i ntroduce hersel f/ hi nsel f for t he
Commttee. Let ne start wwth Dr. Wight this norning,

who is not on the Commttee.
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Dr. Wight?

OPENI NG REMARKS AND | NTRODUCTI ON

DR, WRI GHT: Curtis Wight. ['m the
Acting Director of HFD 170, the review division at the
FDA that deals with addition drug products.

DR. KLEIN. I'm Mchael Klein. |1'mthe
Acting Team Leader for Controlled Substances within
the division that Dr. Wight is the division director
of .

DR. CHAMBERS: W/ ey Chanbers. ["m the
Acting Director for the D vision of Anti-Inflammatory,
Anal gesi ¢, and Ophthal m ¢ Drug Products.

CHAI RMAN SCHNEI DER:  Dr. Khuri ?

DR KHURI : Elizabeth Khuri from New York
City, Associate Professor of Public Health in
Pedi atrics, Cornell and a position at Rockefeller
Uni versity.

DR, YOUNG Alice Young, Professor of

Psychol ogy, Wayne State University, Detroit.

CHAI RMAN  SCHNEI DER: You've net M.
Topper. M nanme is Max Schneider. 1'm a physician,
internist, gastroenterologist, by appointnent a
Clinical Associate Professor of Psychiatry. I am

medi cal director of a nonprofit treatnent center in

Orange, California, past President of ASAM and
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currently the Deputy Chair of the National Council on
Al cohol i sm and Drug dependence.

MS. COHEN: I'"'m going to feel very
sel f-conscious. |'mthe consuner nenber, Susan Cohen.
| have nothing to say.

CHAl RMAN SCHNEI DER:  You said it all.

DR de WT: I'mHarriet de Wt fromthe
Uni versity of Chicago.

MR. LLOYD: I'"'m Llyn Lloyd from the
Arizona State Board of Pharmacy.

M5. FALKOWSKI: |'m Carol Fal kowski wth
the M nnesota State Al cohol and Drug Abuse Agency.

DR. STRAIN: ["m Eric Strain. And I'm
fromBaltinore, Mryl and.

CHAI RVAN SCHNEIDER: I'mgoing to try and
keep us on a tine schedul e today. It looks |like a
full day. | do not like to cut off debate, but keep
your eyes on this, ladies and gentlenen, please,
because we do want to facilitate this as nicely as
possi bl e and as gently as possi bl e.

| think our opening remarks this norning
will be by both Dr. Mchael Klein and Dr. Curtis
Wi ght. I don't know which is going first. Dr.
Wi ght?

DR WRIGHT: For those of you who are new
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to the Committee, this is a typical Drug Abuse
Advi sory Committee problem Soma is an old drug, but
it may have developed a pattern of diversion into
illicit wuse in a subpopulation of alcohol and
dr ug- abusi ng i ndi vi dual s.

The purpose of this neeting is to present
the Conmttee with the request for a scheduling
determ nation sent to us by the DEA, to present the
information held by the agency and at |east one
sponsor, and to ask the Commttee what additiona
data, if any, it recommends we develop to render a
proper scientific opinion in this case.

We expect it to take at |east severa
nont hs to devel op such informati on as you nmay require,
if you do. And it is our plan to bring this
information back to the Committee for a final
recomendation at a future tinme, if necessary.

Your job today is to review what is known
and to ensure that we ask for the right data so that
we may make a sound decision. Again, Dr. Klein will
now t al k about sonme of the kinds of information that
we need to nmake a proper scheduling deci sion.

CHAI RVAN SCHNEI DER:  Dr. Kl ei n?

DR. KLEIN:. As the Commttee has seen in

t he package of material, Soma was approved in 1959.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

10

In 1996 we received a request from the Drug
Enf orcenment Adm nistration to schedule it. There has
been sone increasing use of the drug, although there
have been no new indications that the drug has been
approved for.

Sone of the issues that we feel have to be

addressed -- and we've started putting together our
review -- relate to the state of the current science
as far as how this drug is viewed. It reportedly

met abol i zes to neprobamate. And this is its active
nmet abol i te.

W have to | ook at sone of the adequacy of
t he studi es that have been conducted thus far and | ook
at the abuse liability studies, in particular, because
nost of the studi es have been conducted on neprobanate
and not on Carisoprodol itself. So there m ght be an
i nference that the nmeprobamate is indeed responsible
for the effects of the Carisoprodol elicits.

Al so, we have to look at the current
clinical role for the drug and how it is wused in
practice. And this is inportant because as we | ook at
t he avail abl e abuse-indi cating data, we need to have
a clear separation of abuse issues versus m suse
issues and, in fact, nmake that distinction and see if

we can deal with reported problens of abuse possibly
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t hrough product | abeling rewites.

In looking at the available actual
abuse-indicating data, we don't really have one system
that indicates a problem in and of itself. We're
| ooking at a variety of data systens that are
available to us, and we're |ooking for consistency
across those data systems or if we can't find
consistency at least to be able to explain why we see
di fferences anong t hem

Primarily we have been |ooking at Drug
Abuse Warni ng Network, the DAWN data system and FDA's
MEDWATCH system which analyzes adverse drug
reactions. Dr. Calderon later will expand on sone of
the details of the nunbers we've seen and explain the
i ssues involved with those systens.

Finally, we have had the issue of
identification of the proper conparator drugs to use
agai nst Carisoprodol. And for those, we're primarily
relying on neprobamate and di azepam although there
are problens built into use of either one of those
drugs as a positive conparator. And, again, Dr.
Calderon will go into those in nore detail |ater.

Could I have the next slide, please? And
in making a drug scheduli ng recommendati on, we have to

address these eight factors, which are listed in the
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Controll ed Substances Act, that run the ganmut from
scientific 1issues, pharmacology, nedical wuse, to
actual abuse indication, to a discussion of what the
public health inpact is that abuse of the drug w il
| ead to.

Thank you.

CHAI RVAN SCHNEI DER: Any questions from
the Commttee?

(No response.)

CHAI RVAN SCHNEI DER:  Thank you, Doctor.

| must make a coment that any tine
anybody is going to get up to speak, please use a
m crophone. | think there's one standing back there
and, of course, one up here. And we can lend one from
the table any tine.

I'd like to call wupon now Dr. Kira
Hut chinson. She's a drug scientist specialist from
the Drug and Chem cal Evaluation Section, Ofice of
Di version Control.

(Pause.)

CHAI RVAN  SCHNEI DER: The suspense is
over whel m ng.

DR HUTCH NSON:  Sorry.

DR. VWRI GHT: You're anong friends.

DR. HUTCHI NSON:  Thank you.
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DRUG ENFORCEMENT ADM NI STRATI ON

CARI SOPRODOL ACTUAL ABUSE DATA

DR HUTCHINSON: |1'mgoing to present data
today that conmes from STRIDE, the systemto retrieve
information fromdrug evidence, and associ ated feder al
investigative reports. They wll present diversion
and trafficking data that is indicative of actua
abuse of Carisoprodol. And I'Il be looking at the
period of tinme from 1980 to 1996.

| would like to describe the STRIDE
dat abase. It is the systemto retrieve infornmation
fromdrug evidence. This is a database that provides
informati on about drug exhibits submtted to DEA
| aboratories for anal ysis.

It docunents nunerous information about
the seizures or the encounters with these drugs, such
as the date, the place, and the nethod for acquiring
t he substance, its price, chem cal analysis, and the
formin which it was received.

This is an actual reporting database. And
it reflects trends in federal |aw enforcenent
priorities, which are, of course, for controlled
subst ances. And for this, it's inportant to
under stand that non-controll ed substances tend to be

under - r eport ed.
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It captures very little information
provided fromstate and | ocal | aw enforcenent offices.
And when it is wused in conmbination with federal
i nvestigative reports, this informati on docunents that
the drug is encountered in the illicit traffic.

| would like to summarize what we have
found out from the STRI DE database and overall from
1980 to 1986. It encountered 224 tinmes. A total of
roughly 72,000 tabl ets have been anal yzed contai ni ng
Cari sopr odol .

It's been encountered throughout the
United States, 27 states and the District of Col unbi a.
Most of the encounters of Carisoprodol in STRIDE
i nvol ve seizures, either from residents during the
execution of a search warrant or a pharnmacy or a
nmedi cal establishment that is under investigation.

Twenty-seven percent of the encounters

have been undercover purchases, where sonmeone has

said, "l've got this drug here. 1'd like you to try
it." And then it was found out later on that it was
Cari sopr odol .

Sonetinmes it was a free gift, five percent
of the tines. And, nost notably, Carisoprodol is
encountered in situations where other controlled

substances are diverted and trafficked.
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The STRIDE database docunents that
Cari soprodol has been represented as net haqual one in
the illicit drug market. And |I'mgoing to tal k about
two cases.

In 1982, an individual was arrested. it
was part of an undercover investigation in the
trafficking of nethaqual one. When this person was
arrested, 10,000 tablets were seized. N ne hundred of
t hem were actual net haqual one, and 9,000 turned out to
be Carisoprodol, as determ ned by | aboratory anal ysis.

Again in 1982, anot her seizure of
suspect ed net haqual one occurred. In this case, it was
40,000 tablets. And, as another part of this
i nvestigation, an investigator agent received 990
suspected nethaqual one tabl ets. What was unusual
about these was they had the nmarkings "Lemmon 714,"
whi ch was indicative of a brand of methaqual one at
that time, but |aboratory analysis showed that these
only contai ned Carisoprodol.

And this is a very large seizure of
tablets. The data inplies that Carisoprodol tablets
were either being grown up and then reprocessed to
resenbl e net haqual one or, else, a bulk powder was
being diverted and then retableted on a very large

scal e.
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| would also like to indicate that simlar
cases have been encountered in other areas besides
M am and New Jersey, denonstrating that this is not
an isol ated probl em

The STRIDE dat abase al so docunents that
Carisoprodol is diverted fromclinics. In nost cases,

these clinics are dubbed the nanme "prescription mll."

They're | ess-than-desirable places. Usual Iy they
don't have running water. It's a very interesting
establishment. And usually there's a collaborating

pharmacy with this establishnent.

Often people go in there and they are
payi ng on a cash basis. And the doctor in charge wll
docunent that they have received services and charge
the patient for these services, but they do not
recei ve these services.

They're then given a prescription for a
medi cation, which is often a controlled substance.
And the doctor wll issue the nedication from that
establishnment or refer the person to a specific
pharmacy. Oten the reason for the referral is that
other pharmacies wll not fill this doctor's
prescriptions.

DEA has docunented the diversion data from

t hese places involving Carisoprodol because they've
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recei ved conpl ai nts about controll ed substances. And
it's just that the Carisoprodol was basically
docurmented along for the ride. It wasn't a priority.

The STRIDE data and associ ated federal
investigative files denonstrate that Carisoprodol is
often obtained in conbination wth narcoti c
anal gesi cs, such as Tyl enol w th codei ne.

And the diversion of Carisoprodol is very
simlar to other controlled substances, the manner in
which it is diverted and also the fact that it's
conbined with a narcotic analgesic. It's very
rem ni scent of the diversion of glutethimde.

It has been noted, a lot of diversion
i nvestigators have reported to nme or have noted, that
areas where Carisoprodol is prescribed the nost
correspond with areas where physicians have | ost their
DEA registration to prescribed controll ed substances.
And this has been docunented on the state |evel as
wel | .

Recently -- and this information is not
provided in the Ei ght Factor Analysis -- | obtained
the prescription records froma doctor that was under
investigation in western New York State.

This doctor was the | argest prescriber of

controll ed substances in that area. He was known to
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be diverting substances. H s patients were all known
drug abusers. And he's wunder investigation for
prescription fraud fromthe state. Many pharnacies in
the area refused to fill his prescriptions.

It's not often that | get the chance to
| ook at soneone's prescriptions. And | took this
opportunity just for nmy own eval uati on because it's
known and it's been docunented in the federal
investigative file that Carisoprodol is often conbi ned
with Tylenol with codeine or is prescribed in that
conbination. And | wanted to see if this doctor's
prescriptions were simlar.

| want to al so point out before | go into
this any further that his prescriptions were pulled,
i nvestigated, and Carisoprodol was pulled as well
because in this area, western New York State,
Carisoprodol is considered a significant problem of
abuse that they are now actually taking the tine to
docunent the abuse of this substance.

This doctor had prescribed nunerous
control |l ed substances. | |ooked at a six-nmonth period
of time, and | found that he had prescribed
Cari soprodol over 73 tinmes. And of those 73 tines, 53
times it was with Tylenol with codeine. And of those

53, he also prescribed Tylenol wth codeine and
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Valium And 13 of those 53 tines, it was Tylenol wth
codei ne, Carisoprodol, Valium and one or two other
controll ed substances. And then less often
Cari soprodol was prescribed alone. And sonetines nore
t han one prescription would be issued at one tine.

The STRI DE dat abase al so docunents that
Carisoprodol is diverted from pharnmacies. W have
cases where pharnaci sts have been giving Cari soprodo
to individuals or have been selling it wthout a
prescription.

Shortages of Carisoprodol have been
docunent ed. One pharmacy in Detroit found for an
audit in August they were short 20,000 tablets. And
it was confirmed that the pharnmaci st had been selling
t he drug.

Cari soprodol has been purchased for cash
during wundercover investigations. And there are
docunents of thefts and arnmed robberies where
Carisoprodol and Tylenol 1V are the drugs that are
demanded. And this is also wi despread. The diversion
from pharmaci es has occurred in nunerous states.

The STRI DE dat abase and f eder al
i nvestigative reports have est abl i shed t hat
Carisoprodol is trafficked in the United States. It

has a street val ue.
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There are street nanes for Carisoprodol
conbi ned with codei ne products, such as baby | oads,
whi ch, again, is rem niscent of the glutethimde and
codei ne conbi nati ons.

We have evidence that Carisoprodol is
brought into the United States from Mexi co. W have
reports in the federal investigative files that are
al so corroborated by states, state reports, that
phar maci es have begun to not fill prescriptions for
Cari soprodol because they know that it's only for
pur poses of abuse.

It's found in the possession of people who
are dealing and trafficking in other controlled
substances. And the generic and name brand products
have all been encountered.

| think this is additional evidence since
| submitted the Eight Factor Analysis. Recently a
joint investigation with FDA, DEA, Baja, California
health officials and DEA have docunented that two
mllion Carisoprodol tablets were purchased by
Ti ajuana pharmacists from Anerican pharnaceutical
conpani es during a four-nonth period in 1996.

These tablets were taken across the
border, and they were not declared by Custons. It is

bel i eved that these tablets are i ntended for Anerican
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tourists in the Tiajuana area because they're only
sold in a stretch of Tiajuana that is called the
tourist area. And in these pharnmacies, there are
about 120 pharmacies that cater to American tourists
in this area.

It is also believed that they are intended
for Americans because of the fact that Carisoprodol is
not sold in any other part of Tiajuana and the drug is
nor e expensive than can be afforded by the |ocal.

This data is al so corroborated by the fact
that in the federal investigative files we have ot her
pl aces where people have indicated that they are
selling Carisoprodol and that |arge doses are being
acquired from Mexico and they're brought in on a
regul ar basi s.

It's interesting that Carisoprodol and
Butal bital are the major substances acquired by these
pharmacies in terns of tablets and nonetary val ue.

This is recent information as well. And
| don't know if this is a trend or not, but we are
finding Carisoprodol conbined with other controlled
substances in sone cases, there have been seizures of
heroin that are actually procaine and Carisoprodol .
Cocai ne and Cari soprodol poly are being encountered.

These are all recent, very recent. And heroi n,
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cocai ne, and Cari soprodol is being sold as heroin on
the streets.

Now, this is interesting because if you
| ook at the recent nedical examner's data, in 1994,
| believe there were -- if you | ook at the drugs found
along with Carisoprodol in these reports, 14 percent
of the cases involved heroin, but in 1995 it was 29.
So there was a big junp. And that's just one data
poi nt right now. So it's highly speculative as to
what is going on. But | wanted to make sure that you
got ny point.

The federal data docunment sone indications
of abuse. Cari soprodol is being sought by doctor
shoppers or people who go fromdoctor to doctor until
they find one that will give themthe nedication that
t hey so desire.

A lot of times -- no. A lot of tines
there are indications that people are receiving
mul tiple prescriptions from nultiple physicians for
Carisoprodol. There are indications that it is taken
at el evated doses or overdose has occurred.

W have exanpl es of Carisoprodol obtained
by fraudulent or altered prescriptions. And, again,
it is abused in conbination with narcotic anal gesics

and nore often anxiolytics. We have evidence that
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it's being used to assuage w thdraw from cocai ne or
ot her control | ed substances.

There are also indications that it is
abused for the effects of Carisoprodol initself. And
we al so have evidence that it is being snuggled into
prisons and it's being ground up and laced into
cigarettes and snoked, al though nost of our
i ndi cations of abuse indicate that it is occurring by
oral adm nistration.

As | pointed out in the beginning, the
federal information is inconplete. However, | want to
al so indicate that we have received information from
state agencies. And the data fromthese agencies tend
to corroborate the federal investigative reports.

Again, it is diverted. |In certain areas,
it is the drug of choice. And nost often the reason
that people indicate that it is the drug of choice is
that it is easy to obtain.

Again, the states docunent that it is
obtai ned by prescription fraud and doctor shopping.
And it is prescribed in conbination with hydrocodone
and other narcotic analgesics. It's also used to ease
the crash of controlled substances. And sales are
hi ghest in areas where DEA registrations have been

r evoked.
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Agai n, t he states i ndi cate t hat
pharmaci sts are beginning to refuse to fill
prescriptions for Carisoprodol, especially those that
are phoned in, because they are often fraudul ent.

W have al so received several phone calls
and letters from concerned physicians stating that
t hey are seei ng drug-seeki ng behavi or for Carisoprodol
and that there is sonme intimdation of doctors to
wite prescriptions for Carisoprodol and Tyl enol.
They're reporting overdose and dependence.

And we have recei ved recommendati ons from
boards of pharmacy and a national association of
state-controlled substances that we consider the
control of this substance. And there are five states
t hat have controlled Carisoprodol in this nation

|'"d like to conclude by stating that the
dat abase docunents that Carisoprodol is trafficked and
diverted in this country, which are indications that
it has abuse potential, | would Iike to reiterate that
non-control |l ed substances tend to be under-report ed.

So any data that we have is significant.

| would like to make sure that vyou
understand that the encounters are widespread. |It's
not a |ocal problem It's been represented as a

control |l ed substance. The diversion and the use are



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

25

simlar to controlled substances. |It's encountered in
pl aces where controlled substances are trafficked.
And our data is corroborated by other sources of
informati on, state and | ocal data.

And that's it.

CHAI RMAN  SCHNEI DER: Thank you, Dr.
Hut chi nson

Any questions of Dr. Hutchinson?

MS. FALKOABKI: Yes. | have a question
In the materials you sent us, you stated based on the
STRIDE data, that these data do not necessarily
reflect a trend of increased Carisoprodol use. Does
what you presented since the informati on we have in
here lead you to a different concl usion?

DR, HUTCHINSON: | would not rely on the
STRIDE data to show a trend in increase. | would use
multiple indicators of drug abuse to draw that
concl usi on.

At this tine | know that Dr. Cal deron and
ot her people will be presenting the nedical exam ner's
data and the DAWN data. | think it's best if you use
the STRIDE data in conjunction with those to draw the
concl usi on of whether or not there is an increase.

The STRIDE data is not a statistical

dat abase. It's what |aw enforcenent people are
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concentrating on in that area. For exanple, | m ght
get a case and | would see that diazepam and
hydr ocodone are being reported. | mght have to cal

t hat I nvesti gat or and say, "Are you seeing

Cari sopr odol ?"

And they' d say, "Well, let nme check," see,
because it's not being reported because it's not
controll ed.

M5. FALKOAMBKI: Right. | amaware of the
i ndi cations of the database. I"'m sinply trying to
det er m ne: Since the information that we received
tal ked about a total of 144 STRIDE encounters of it
through '94 and nowin "96 it has risen to 224, | am
asking if the conclusion that you reached that this
does not necessarily reflect a trend of increased use
is still the case or based on your new information, do
you change that concl usion?

DR HUTCHI NSON: | woul d conclude that on
the basis of the STRIDE data, | cannot show that there
is an increased abuse.

M5. FALKOASKI :  Ckay.

CHAI RVAN SCHNEI DER: | ncreased reporting
versus increased use.

M5. FALKOWSKI: Right. Thank you

CHAl RVAN SCHNEI DER:  Ms. Cohen?
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M5. COHEN. Is this being nmade i n garages
or where is the source of the drug?

DR. HUTCH NSON: W have no reports that
this substance is being synthesized clandestinely. It
is nostly that prescriptions are easy to obtain. And
that is the route by which --

MS. COHEN: That is the major route by
whi ch --

DR, HUTCHI NSON:  Yes.

M5. COHEN: Ckay. Thank you.

CHAI RVAN SCHNEI DER:  Doct or ?

DR. KLEIN: Do you have a breakdown t hat
descri bes the individuals who are using the drug, the
notivations, the age, gender?

DR HUTCHINSON: | did a breakdown on the
basis of the DAWN data. And it was found nore often
t han not m ddl e-aged wonen tended to use Carisoprodo
nore than nen.

DR KLEIN: That's the group that's
abusi ng the drug?

DR HUTCHI NSON: On the basis of the DAW
data. Wth the STRDE data, it's mxed. |It's hard to
say if someone is getting a prescription whether they
are using it or they are selling it or they have a

legitimate, for that matter
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CHAI RVAN SCHNEI DER:  Dr. Wi ght?

DR WRIGHT: In your analysis, nore often
than not, this was traveling with other drugs known to
be diverted in terns of the pattern of prescription
and usage?

DR.  HUTCHI NSON: In terns of how it's
abused or how it's obtained.

DR WRIGHT: How it's obtained.

DR HUTCHI NSON: How it's obtained? It's
often obtained with a narcotic anal gesic or a benzo.

DR, YOUNG Can you for background
i nformati on give nme sone idea of what other Kkinds of
non-schedule drugs are encountered under these
condi tions?

DR. HUTCHI NSON: St adol, nubai n.

DR. YOUNG | wunderstand that there has
been some concern over agents such as cl onidine, which
are encountered at traffick along with drugs of abuse.
The suggestion has been that the use of clonidine is
not for as itself a drug of abuse but is being used as
per haps an adjunct w thdrawal .

Can you differenti ate between Cari sopr odol
and a drug such as clonidine, which, at least is sone
dat abases, is co-nentioned with drugs of abuse?

DR HUTCH NSON: W have indications that
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Carisoprodol is used to enhance the effects of a
narcotic analgesic. W also have reports that it is
used al one.

DR YOUNG Can you indicate what kind of
information draws you to the conclusion it's being
used to enhance?

DR. HUTCHI NSON: This cones from
statenments from peopl e who are abusing the substance.
And it's indicated in the files. This cones from DAVWN
data, nmedical examner's data. It cones fromreports
from physi ci ans, pharnmaci sts, many sources.

DR YOUNG And how often is Cari soprodol
encountered al one?

DR HUTCH NSON:  Less frequently than with
the narcotic anal gesic.

DR YOUNG Can you give ne an idea of the
ot her groups of conpounds that would be in its class?
Did you ook at it al one?

DR.  HUTCHI NSON: ["m sorry. Coul d you
repeat that?

DR YOUNNG What other kinds of conpounds
woul d show the same pattern on single encounters,
encounters al one?

DR HUTCHI NSON: |I'mnot sure | understand

what you' re asking.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

30

CHAI RVAN SCHNEI DER: Just for the record,
DAWN nmeans Drug Abuse Warni ng Network.

Thank you very nmuch, Dr. Hutchinson.

Any further questions?

(No response.)

CHAI RVAN  SCHNEI DER: May | introduce,
then, M. Tim Benedict fromthe Chio State Board of
Pharmacy. M. Benedict?

MR, BENEDI CT: Good norning. M nane isS
Ti m Benedi ct. I am the Conpliance and Enforcenent
Adm nistrator for the Chio State Board of Pharnacy.
The Board of Pharmacy in Chio is both a licensing,
regul atory agency and we are also a | aw enforcenent
agency.

| have been requested by DEA to cone here
today to share with you the experiences that Ohio has
had with the diversion of Carisoprodol. 1'd like to
state up front that DEA did request ny presence here
t oday. | amtestifying in their behalf. And they
have paid for ny travel to conme down here.

Since 1987, the Board of Pharmacy has
i nvestigated 65 cases that have invol ved the diversion
of Cari soprodol . These 65 cases docunented the
di version of 424,360 doses of Carisoprodol. The

diversion of this drug is the result of a conbination
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of thefts, forged prescriptions, doctor shopping, and
straight illegal sales.

|'d like to point out that because of
[imted manpower with the Board of Pharmacy, we dea
nmostly with health care professionals in illegal
activity. The |ocal police departnents, sheriff's
departnments usually deal with the street people.

But if you look at the 65 cases, the
majority of them are small in nunber as far as
guantity goes. However, when you get into the health
care professionals, it's a different story.

The nost aggravated of these cases was a
physi ci an who had | ost his DEA |icense due to crimnal
charges in two other states. He still had a nedica
license in a bordering state of Chio.

He was arrested selling Carisoprodol from
a notel roomin southwest Chio. At the tinme of his
arrest, he had approximtely $99,000 in cash and
100, 000 dosage units of the drug in his possession.

A search of his car and finding that he
had a storage |ocker and a search of that storage
| ocker found enpty bottles which accounted for 44,500
addi ti onal doses of this drug.

Through invoices and other records that

were seized, it was finally determned that during his
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tenure in sout hwest Chi o, he had purchased
approxi mately 280, 000 dosage units of this drug.

We have also had two other cases where
physicians once they have surrendered their DEA
licenses but still had their nmedical licenses for a
short period of time immediately went and starting
witing a Jlarge nunber of prescriptions for
Cari sopr odol .

Anot her physician in northwest GChio, we
docunented an investigation on himthat he had witten
prescriptions for approxi mately 14,950 dosage units of
the drug for non-legitinmate nedical purposes. This
was in conbination with narcotic and anphetam ne
subst ances al so.

There have been four mgjor investigations
of pharmacists during this tinme period where the
di version of Carisoprodol was of significant quantity.
These four cases have accounted for 94,057 dosage
units of this drug being diverted into the illegal
mar ket .

Three of these cases, the majority of it

was illegal prescriptions, forging of prescriptions,
to cover for the doses that were put into the illega
mar ket . One of these cases was an outright

trafficking case. Al four of these pharnmaci sts have
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been convicted of felony drug abuse charges.

It's interesting that the know edge of the
abuse potential is not limted only to the pharnmacists
and physicians in the health care industry. During a
one-year tinme period in 1993-94, a registered nurse
who worked in an industrial first aid roomfor a |arge
corporation in Chio started ordering Carisoprodol and
anot her non-schedul e drug and proceeded to steal these
two drugs. During this 12-nonth tinme period, she was
able to order and steal approximtely 2,500 dosage
units of Carisoprodol.

In another case, a nedical technician
working in a physician's office started stealing
prescription blanks fromthe physician's office. And
during a 418-day tine period, she forged prescriptions
covering for a total of 9,920 doses of Cari soprodol.

She was also forging prescriptions for
hydr ocodone and APAP wth codeine. These, the
hydr ocodone and the APAP wi th codei ne, doses totalled
about 6,000 dosage units. So her main drug of choice
was the Cari soprodol

The Board of Pharmacy has received
docunentation from various other |aw enforcenent
agencies as to the diversion of this drug. One of the

handouts that you have today is fromthe Ci ncinnati
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Pol i ce Departnent Pharmaceutical Diversion Unit.

This unit was fornmed in Cctober of 1990.
Through the end of 1996, this unit has docunented the
di version of 25,237 dosage units of Carisoprodol.
This ranks 11th in the listing of drugs in quantity
since October of 1990. And al nost every year, this
drug falls either 10th or 11th on their |ist.

| think it's interesting in the letter
t hat Sergeant Burke wote to ne that's part of the
handout that they see Carisoprodol continuously as a
w del y abused pharmaceutical drug in C ncinnati with
the steady street cost of three to four dollars per
tablet in the street. And this is true across the
State of Ohio. It ranges between three to five
dollars on the streets.

He further points out that being over
25,000 dosage units as being diverted, that this has
surpassed the anmount of diversion that they have
docunented for drugs like Xanax and Ritalin. And it
has simlar street values to Valium Darvocet, Xanax,
and Tyl enol with codeine, all controlled substances.

Anot her handout you have is a letter from
a task force in southeastern Onio. It covers an
ei ght-county area. |It's a very rural area. One of

the counties they cover has no physicians and one
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pharmacy in the county. They currently have 15 active
cases involving Carisoprodol in those eight counties.
These cases al so i nvol ve narcotics and
benzodi azepi nes.

In the discussions that we've had with
crinme |abs and treatnent prograns around the state,
they al so have identified Cari soprodol as a substance
abused, both fromthe analysis of tablets submtted to
the crine |labs and fromthe intake from known abusers
to the treatnent centers. And there is a letter in
there. The top of it says, "Soma." It is froma Dr.
Tarr, who is head of a treatnent programin the AKkron
ar ea.

In conclusion, I would like to state that
the Ohio Chapter of NADDI, which is the National
Association of Drug Diversion Investigators, which

currently has approximately 80 nenbers, fully

recognizes that Carisoprodol is a drug that is
routinely diverted into the illegal channels for abuse
pur poses.

Thank you very nuch.

CHAI RVAN SCHNEI DER: Thank you
Questions?

MS. FALKOWEKI : Yes. You nentioned 65

cases since 1987. Do you have a breakdown of the
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frequency of that by each year so we can --

MR. BENEDI CT: Yes. There's a handout.

M5. FALKOABKI:  Wiich one is that? Is it
the one with all of the spreadsheets? Is it this one?

MR, BENEDI CT: Yes.

MS. FALKOWSKI :  Okay.

MR. BENEDI CT: That's from the Board of
Pharmacy. |I'msorry if it doesn't identify it.

M5. FALKOWBKI: Ckay. Thank you

CHAI RVAN SCHNEI DER:  Doctor? Dr. Klein?

DR. KLEIN: Is the drug controlled in
Ohi 0?

MR.  BENEDI CT: No, it is not at the
current tine.

DR KLEIN. Wat procedures are avail abl e
to the State of Onhio for controlling the drug?

MR BENEDI CT: For controlling it? It can
go one of three ways. The federal governnent can
control it, and it has an automatic passthrough in the
state statutes. The legislature can pass it by |aw.
And the Board of Pharmacy can put it into a controlled
subst ance.

DR KLEIN: Ckay.

CHAI RVAN SCHNEI DER:  Dr. Wi ght?

DR WRIGHT: Since this is not currently
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schedul ed, if you find <cases involving this
prescription or diversion froma pharmacy or failure
to have legitimate patient at the other end, what can
you currently do about it? Wat action can you take?

MR BENEDICT: | won't speak for the other
states, but I will say Chio is very lucky, as far as
|"mconcerned, in their laws in that the illegal sale
or the forging of prescriptions for any prescription
drug is a felony in the State of Chio. So they are
treated as felonies in Chio currently.

DR WRIGHT: So if these are reported to
you, you can prosecute these as felonies right off the
git-go?

MR, BENEDI CT: Yes.

CHAI RMAN SCHNEI DER: Dr. Young?

DR.  YOUNG Has the State Board of
Pharmacy taken action to take that third step for this
conmpound?

MR. BENEDI CT: Two years ago our board
requested us to start gathering information to review
this, which we are still in the process of doing,
trying to get enough information.

DR, YOUNG And when is the review
schedul ed?

MR. BENEDI CT: Par don ne?
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DR. YOUNG Wien is the due date or the
date --

MR.  BENEDI CT: There is no due date.
We're gathering information. W're trying to see.
Quite honestly, before |I canme with the Board of
Pharmacy in 1978 the board tried to reschedule
pentazocine into a Schedule 11

It went all the way to the Suprene Court.
| was not part of the board at that point in tine, but
it's ny understanding the Suprene Court said: You do
not have enough evidence. And that was the end of it,
did not give us the guideline as to what would be
enough evi dence.

So we are noving very carefully on this
one --

DR. YOUNG Thank you

MR. BENEDICT: -- as well as a few other
dr ugs.

CHAI RVAN SCHNEI DER:  Ms. Fal kowski ?

MS. FALKOWSKI : I noticed that in your
nei ghbor state of Kentucky, it's a Schedule IV. And
| " m wondering when that happened and to what extent
you think the scheduling of it in Kentucky may have
contributed to sonme activities noving across the state

l[ine into your state.
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MR BENEDICT: It could have an inpact in

G ncinnati since Kentucky borders Cincinnati. As far
as the rest of the state, | would say it would have no
i npact .

M5. FALKOABKI : Wiat year was that that it
becane --

MR BENEDICT: |'mnot aware of what year
it was.

CHAI RVAN SCHNEI DER: M. Ll oyd?

MR, LLOYD: I'"'m interested in the
accountability and the inventory requirenents for a
non-control |l ed substance in Chio and how that affects
your reporting.

MR BENEDICT: Chio law requires that any
prescription drug has to be accounted for for a period
of three years, starting fromthe tine it hits your
pharmacy until the tine it |leaves. Naturally, there
are nmuch nore stringent requirenents for Schedul e |
subst ances, but the recordkeeping and type reports are
pretty nuch the sane.

In fact, in our role for reporting theft
and diversion, it now covers not only controlled
subst ances, but it covers dangerous drugs, period.

MR. LLOYD: Thank you

DR. de WT: I find it a little bit
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difficult to evaluate these case reports in individual
i nstances without relating it to the data for other
drugs. | wonder if you can kind of at some point put
this into perspective relative to other prescription
drugs and ot her schedul e drugs to give us an idea.

MR. BENEDI CT: Since nost of our work
deals with health care professionals and the diversion
and the theft of it, by far the hydrocodone products
take up the bulk of the market for what we see is
diverted and stolen as well as abused.

Because we deal with physicians and nurses
also, | would say this is probably in our top 20
drugs, but because we don't work the street people
that nuch, usually we are into addition or straight
trafficking cases, which usually involves the
control | ed substances.

We still do have a major problem with
anphet am ne-type substances in the State of Chio. So
when you | ook at a dose-by-dose situation, when we get
into a physician who is illegally distributing
anphet am ne substances, anphetam ne-type substances,
usually the Ills and the 1Vs, the quantities are very
significant, which would | ower the percentage of this.
But we still consider this a very serious problem

CHAl RVAN SCHNEI DER:  Dr. Wight?
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DR, V\RI GHT: If this was federally
schedul ed and passed through to your state, what
effect would it have? What benefit would it have for
you in your control efforts?

MR BENEDICT: | think the main benefit it
woul d have right now -- well, there's a couple. R ght
now there are approximately seven or ei ght
pharmaceutical diversion wunits wthin drug task
forces. That is going to increase to probably every
drug task force in this state.

Ohio does have a three-filing system
where Schedule Ils are kept in a separate file, Ills,
Vs, and Vs are in a separate file, and prescription
drugs, non-controlled, are in another file.

W went to this sinply because about seven
or eight years ago we started seeing the majority of
our diversioninthe llls, IVs, and Vs, rather than in
the |I1s. And it was a very tinme-consum ng,
pai nst aki ng operation to go through files |ooking for
the controlled substances, even with the red "C
stanped on them

So putting these prescriptions into the
Schedule 111, IV, and V file wll benefit |aw
enforcement. | think it will also bring to light a

l[ittle bit better to the pharnmacists' attention what's
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goi ng on.

There are a |lot of whol esal ers now that
are reporting Carisoprodol sales as excessive
purchases to both the DEA and to the Boards of
Pharmacies, but this will mandate that everyone do it,
not just have it done on a voluntary basis. So we
will be better able to track the distribution of this
drug.

Right nowit is very difficult. | won't
say it's very difficult because the whol esal ers and
t he manufacturers do cooperate well, but when you nake
requests for sales of these products that are not
controll ed substances, it's a different animal for
them to get that report together, rather than when
you're asking for a controlled substance report. So
| think it would bring to light the problem a | ot
nor e.

| can tell you right nowit's not uncommon
at all when drug task forces kick in doors of crack
cocai ne houses. Phar maceuticals are al nost always
found in some fashion. Benzodi azepi nes and
Carisoprodol seemto be the two nost found drugs in
t hese crack houses.

CHAI RVAN SCHNEI DER: Any ot her questi ons?

(No response.)
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CHAl RVAN SCHNEI DER: Thank you very nuch,
M . Benedi ct.
MR. BENEDI CT: Thank you.

OPEN PUBLI C SESSI ON

CHAI RVAN  SCHNEI DER: W will open the
programto the public. For those who wi sh to speak
pl ease, again, | remnd you to use a mcrophone. |
wanted to stay on schedule, but | didn't think it
woul d be this good.

Then I will close the open public session.
| think it's alittle early for a break. So our next
presentation wll be the sponsor's presentation if
they are prepared to start at this time. And if each
of you woul d pl ease introduce yourselves, |'d be nost
grateful.

DR. COSTI N: Thank you very nuch, M.
Chai r man.

SPONSOR PRESENTATI ON

DR COSTIN | amDr. Janes Costin. | am
Vice President for Research and Developnent for
Wal | ace Laboratories at Carter-Wallace. W are
certainly very happy to be here this norning, M.
Chairman. | am especially happy to be here since |
al nrost went to the wong Holiday Inn on Rockville

Pile, but we're, nevertheless, very happy to be here.
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We appreciate your including us as a sponsor for our
remar ks this norning.

We're very happy to participate in this
conference this norning, the Commttee's neeting,
especially since we would |ike to address sone issues
that we feel you need to consider in your
del i berations as they go forward in this neeting as
well as additional future neetings in determning
whet her or not there is a sufficient body of evidence,
scientific or otherwi se, to recommend scheduling. So
we appreciate the opportunity to nake these coments.

Qur presentation this norning, which has
changed a little bit during the last 12 hours, wll by
necessity focus on the FDA's perspective and on the
data anal ysis provided by the DEA docunent. Al though
we did receive the FDA's docunent in a very tinely
fashion as usual, our copy did not include the DEA s
Ei ght Factor Analysis behind your Tab A-1, | think.

Al t hough we have requested this docunent
t hrough nultiple sources nultiple tinmes, we have not
had access to this docunent until it was finally
provided to us |ate yesterday afternoon, literally
delivered to ny hotel while I was waiting for this
nmeeti ng.

This very detailed, obviously very
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| abori ously prepared docunent by the FDA is obviously
an extrenely inportant docunent for this Coomttee and
all of us to consider.

We have had no chance at all to review
this docunment in any depth, but we think that our
comments and our perhaps different interpretations of
the data presented in that docunent deserve
consi deration by this Commttee at sone tinme in the
future.

Conclusions in the DEA docunent at first
gl ance appear to rest strongly on a nmajor premse that
Carisoprodol is a pro-drug that is netabolized to
mepr obamate, a prem se which has no valid scientific
basis and to which we want the opportunity to conment
in depth and with our expert consultants as well.

As | Wil mention a Dbit | ater,
Carter-Wall ace has an ongoi ng human phar macoki neti c
met abol i sm study which will provide scientifically
valid data on the anount of Carisoprodol that may be
nmet abol i zed to nmeprobamate utilizing proper, current,
nodern analytical nmethods and an appropriately
designed clinical study. |ndeed, we had requested a
short postponenment of this Advisory Commttee until
this data was avail able, but this request was denied

at the tine.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

46

Accordingly, since we believe that it is
extrenely inportant, scientifically inportant, and
very proper for the Commttee to consider what will be
Carter-Wall ace's and our consultants' rather extensive
comments on the DEA analysis as well as the results of
t he ongoi ng human study, we would like to be able to
present these comments to this Commttee, to the FDA
at sone tinme in the future prior to any recomrendati on
for schedul i ng.

Wth that brief introduction, I'Il go
ahead with nmy conmments that | had prepared. | would

like to reflect to the Commttee if you don't know it

-- |I'"m not sure that | knew it wuntil | cane to
Carter-Wallace -- Carter-Wallace was the origi nator of
Cari sopr odol .

| t has been nmanufactured and was
i ntroduced by Carter-Wallace in 1959 as Soma. This
was followed in 1960 by an introduction of Sonma
conmpound, which, as nost of you nmay know, is a
Soma- cont ai ni ng aspirin.

Since that tine, a very large volune, 5.2
billion tablets, have been dispensed in approxi mately
120 mllion prescriptions. This results in a very
large, 4.2 mllion, patient year experience with this

dr ug.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

a7

As | said, Carter-Wallace's understanding
of this neeting is that it will exam ne the existing
scientific data to determne if there's any scientific
basis to conclude that Carisoprodol is or reasonably
has the potential to be an addictive substance. And
we're very happy to try to provide information that we
have as well as accunul ate additional information on
this subject.

We're prepared to respond to information
currently available and for the nost part supplied to
the Commttee by the FDA docunent. W are also
prepared to respond to available information
concerning the incidence of dependency, adverse drug
reports, and how these are profiled against the
i ncreasing prescriptions for Carisoprodol.

| think that the coments that | would
like to offer at this point are really basically in
five general areas. These basically also parallel our
docunent that we sent to the Commttee; first of all
a few coments on the netabolismof Carisoprodol per
se.

W acknow edge the publication supplied to
the Commttee by the FDA in their docunent,
specifically behind Tab B. And we would like to note

some of the follow ng coments.
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First of all, the aninmal studies have
denonstrated a |ow percentage of Carisoprodol is
actually metabolized to active nmeprobamate. This is
exanpl ed i n your handout by the Dougl as study.

The O sen study, also in your handout,
suggests that a higher |evel of Carisoprodol may be
nmet abol i zed to neprobamate, but, and | think but very
inmportantly and very appropriately, acknow edges t hat
t he proper analytical nethodol ogi es were not used to
determne the difference between Carisoprodol,
mepr obamat e, and their known inactive netabolites.

| ndeed, if you look at the clinical side
of that equation, in human studies in which patients
are maintained on high doses of Carisoprodol for an
extended period of time and then the Carisoprodol is
abruptly wi thdrawn, there are no w thdrawal signs. |If
nmeprobamate is indeed a significant netabolite, strong
wi t hdrawal signs should have been seen, as they are
when patients are abruptly w thdrawn from neprobanat e,
for exanpl e.

Since the issue of the anmount of
Cari soprodol that nmay be netabolized to neprobamate in
humans is very central to the issues under
consideration today, Carter-Wllace conm ssioned a

study which is currently underway. And this study
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will definitively resolve the question using nass
spectronetric techniques. This data should be
avai l abl e to us sonetinme next nonth, in March

A second area |'d like to address sone
comment s to IS conparative phar macol ogy of
Cari soprodol and neprobamate. |1n our docunent that we
supplied to the Conmttee, a table of infornmation
i ncl uded physical, chem cal, neurophysiological, and
t oxi col ogi cal dat a, whi ch shows significant
di fferences between Carisoprodol and neprobamate and
establishes that these two drugs are two clearly
different entities, both chemcally as well as in
Vi vo.

In fact, if you | ook at the pharnacol ogy
of Carisoprodol, it nore closely resenbles that of
other centrally acting nuscle relaxants, such as
nmet hocar bamal , Robaxi n, and nephenesi n.

Sone of the types of studies that | think
woul d currently be used by this Commttee and the FDA
to evaluate a drug's addictive potential are clearly
| acking for Carisoprodol. This drug has been narketed
for over 40 years, and there has never been any reason
to pursue such studies given that the ADR profile and
the scientific profile of this drug did not warrant

it.
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Neverthel ess, Carter-Wallace is certainly
willing to consider carrying out evaluations, such as
self-adm nistration studies, drug discrimnation
studies, with a submssion to the College on Drug
Dependency's stimulant and depressant eval uation
program should this Commttee and the FDA concl ude
that this type of data would be needed and woul d be
valuable in evaluating the addictive potential for
Cari sopr odol .

A word about the increased use of
Cari soprodol, which has been nentioned several tines
and apparently is also nentioned quite extensively in
t he DEA docunent.

The FDA docunent that we were able to
review presented the data for both brand and generic
Carisoprodol. W find ourselves in virtual agreenent
with the figures presented in that.

Over the | ast approximately ten years, the
total oral nuscle relaxant usage has increased with
rates of around one to five percent annually. Over
this sanme tinme period, the brand plus generic
Cari soprodol 350-m | Iigramprescriptions have grown by
approxi mately 15 percent per year.

Now, there are very common market forces

that becone evident if you plot these out which
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explain the larger growh rates and increased narket
share of Carisoprodol, such things as the active
pronoti on of Soma by Carter-Wal | ace, t he
di sconti nuati on of pronoti on by sone maj or
conpetitors, stricter control of benzodiazepines,
changes in the prescription-tracking procedures from
mar ket research firnms that all of us use to get an
estimate of the size of use.

The changes in the adverse drug report
profiles for Cari sopr odol particul arly I n
relationship to the prescriptions, also deserve a
coupl e of comments, we believe.

The FDA docunents indicate that 421
adverse drug reports for Carisoprodol, 350 mlligrans,
were reported over a 27-year period. Total brand plus
generic prescriptions for Carisoprodol for this sane
time period were approximately 57 and a half mllion
prescriptions. FDA docunents also indicate 31 of
t hese reports were dependency reports and that 15 of
t hese occurred during the last 5 years.

Now, | would submt to anyone that 421
total adverse drug reports over a 27-year period with
57 mllion-plus prescriptions is rare by any standard
you want to apply and certainly by published FDA

st andar ds.
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The 31 dependency reports are ever rarer,
especi al | y when these show no sequential increase from
year to year and could justifiably be postulated to
have occurred, at least in part or in whole, as a
result of the inplenentation of better tracking or
reporting systens during this tine.

| think someone had nentioned a little bit
earlier today that a resolution or a reconciliation of
di fferent databases if they're telling us different
things is an opportunity for us to consider as we nove
f orwar d

Certainly the increased reporting and
trafficking being reported from other databases do not
really comport wth the changes seen in the ADR
reports. The ADR reports as they relate to increasing
prescription size are of interest if you | ook at those
on an annual basis as well.

When you | ook at either the total, 421, or
t he dependency, 31, adverse drug reports and you
relate these to the nunber of prescriptions during
t hose periods, the ratio decreases, not increases wth
t he exception of one aberrant year out of 35. And
this aberrant year was primarily on the basis of
increased allergy reports during that tinme, not

i ncreased dependency reports.
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In all of these years, however, if you
take the data that was supplied to you, the incidence
of dependency, ADRs, relative to prescriptions is an
i nci dence  of 0.00012 and is usually, al nost
i nvari ably, associated with nultiple drug m suse.

In summary, then, M. Chairman, | would
just like to nmake a few small points. First of all,
Carter-Wal |l ace believes that the avail able scientific
data do not support an addictive potential for
Carisoprodol wth its 38-year, 88, roughly 120
mllion-prescription history.

W believe that the increases in
prescriptions and market share for Carisoprodol is
very easily explained on very conmon market forces.
The adverse drug reports have not I ncreased
proportionately to increasing prescriptions. They
have actual |y decreased. The total nunber of adverse
drug reports, and especially the dependency reports,
are clearly classified as rare events.

Finally, | would just like to briefly,
very briefly, enphasize two points that | nmade in ny
introductory comments. And that is since the studies
that are relied upon in the DEA report are basically
that Carisoprodol is a pro drug for neprobamate and

t hese are acknow edged by the studies on authors to be
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i nadequate for comng to this determ nation and since
t he DEA docunent operates and depends upon this
premse, this in our opinion invalidated prem se,
Carter-Wall ace believes that the results of the
ongoi ng study are very inportant for this Commttee to
consi der.

However, | think even nore critical is our
being allowed to properly review this DEA anal ysis,
obtain some expert consultants' comments on this very
i nportant docunent, and provide these to the Conmttee
so that a bal anced assessnent of this information can
be made.

W are very happy, M. Chairman, once
again, to participate in this nmeeting this norning.
We | ook forward to trying to work with the agency,
with this Commttee in collecting any additional data
that you think would be valuable in this as well as
comng up with any type of ways that we can help
nonitor the situation for you. W thank you for this
opportunity to participate.

CHAI RVAN SCHNEI DER: Thank you very nuch.

Ms. Cohen?

M5. COHEN: Yes. O these 421 individuals
who had adverse drug reports -- and | mght add for

t he person who has had the adverse drug problens, it
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means a lot to them it mght not seemlike a big
number, but it still affects them -- and the 31
dependency reports, did you interview these people,
talk to them to find out exactly what it was al
about ?

DR. COSTI N: Most of the adverse drug
reports are obviously reports handled through old
1639s or MEDWATCH fornms or sonmething that canme into
t he FDA database. To the extent that they cane to us
and we reported them then we have information, as
much as you can get, fromthose reports.

Some of the reports obviously did not cone
to us. Sone of them are generic reports. And that
woul d be contained in the FDA database. And that's
avai |l abl e through FO A

M5. COHEN: Well, in the real world,
consuners don't always report what happens to them
So if you got this nunber, you can be sure there are
many ot hers who have not reported the --

DR. COSTI N: I think you're absolutely
right. | think we're all very aware, acutely aware,
of the under-reporting of all databases of this sort.
| think since health professionals are involved and to
the extent that the forner speaker certainly indicated

that nmuch of the focus is involved with health
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prof essionals, to the extent that these are becom ng
i ncreasingly problematic for these people, one would
have expected a | arger increase in the ADR reports.

M5. COHEN. And ny other question is: --
and it was answered before in terns of the whol esal ers
and the conpany itself -- Have you taken any steps and
nmeasures to identify those distributors who are
requesting nmuch nore drug than before?

And al so in the conpany, do you go through
your statistics and say, "Well, this looks a little
unusual . I wonder what the trend is. Wiy is this
happeni ng?" Has there been such an analysis within
t he conpany?

DR, COSTI N Yes, m'am from one
standpoint, certainly. And that is that we obviously
track prescription rates, sales, if you please,
basically so we can deci de how nuch to manufacture.

You have to realize, obviously, that Soma
per se represents a mnority of the market. The
majority of the market is represented by generics.
And what our information and then once we went back
and | ooked at all the information supplied for
generics and other information, it's obvious that the
increasing utilization of this conpound was respondi ng

to mar ket forces.
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This is a very pronotionally responsive
mar ket . If you see when we started pronotion, it
increased. |If you see when conpetitors backed off of
their pronotion, the share, market share, increased.
So we think we have an explanation for it.

On the other hand --

M5. COHEN: That mght be wshfu
t hi nki ng.

DR COSTIN Well, no. | wll acknow edge
to you that to the extent that this type of
informati on can be used or an analysis of this, this
woul d by necessity involve the cooperation of generic
conpani es, brand name conpani es.

And there has been a very innovative
approach to that certainly with another drug. W are

aware of that. And to the extent that we could enli st

the cooperation of others, it's sonmething that's
certainly worth considering. It has been put on the
table, and | think it's sonmething worthy of

consi derati on.

M5. COHEN: Thank you.

DR COSTIN. But it would have to involve
a |l ot of conpanies.

CHAl RVAN SCHNEI DER: Ms. Fal kowski ?

VB. FALKOABKI : VWher e is Soma
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manuf act ur ed?

DR. COSTIN: Were is it manufactured?

MS. FALKOWBKI :  Yes, yes.

DR. COSTI N: You mean literally
manuf act ur ed?

MS. FALKOWBKI :  Yes.

DR. COSTIN. At Carter-Wallace in --

M5. FALKOWBKI : Are they all in this
country or are they in other countries?

DR. COSTIN: No. [In this country.

M5. FALKOABKI: Al right. 1Is it known in

any other countries by different names other than

Soma?

DR COSTIN I'msureit is. | can't tel
you what it is. I'msure it is. | think that -- |I'm
sorry?

CHAI RMAN  SCHNEI DER: It's in the

l[iterature, the handout here.

M5. FALKOASKI :  Ckay.

CHAI RVAN SCHNEI DER: | f not, | happen to
have one which was of ny own research. Let ne answer
that question for you if | can. It cones under the
name of -- well, all right. Let' go to your own
handout, Page 35.

Dr. Young?
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DR YOUNG No. That was it.

CHAI RVAN  SCHNEI DER: That was it? Dr.
Khuri ?

DR, KHURI: You had nentioned that
conpetitors had backed off fromthis product. What
were sone of the reasons?

DR COSTIN. No. Conpetitor products had

backed off.

DR. KHURI: Products.

DR. COSTIN. In other words, if you have
total market share for all nuscle relaxants and
Carisoprodol -- I'll make up sone figures -- happens

to have ten percent of that market and anot her drug
happens to have ten percent, if they back off of their
pronotion in this very pronotional responsive market,
if their market share drops five percent, you may wel |
expect others to pick up the five percent.

DR. KHURI: Why? M question was: Wy
did they back off the pronotion?

DR COSTI N: The reason that this
particul ar conpany and this particular drug are one
maj or exanple is that it went off patent. It was
mar ket forces, pure and sinple.

DR. KHURI: Thank you.

DR. STRAIN: For Soma, does the | abel
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indicate it's to be used only for a tinme-limted
period or is it proper for patients to use it
chronical ly?

DR COSTIN I'msorry. | didn't hear the
| ast part.

DR STRAIN. Does the | abel recommendati on
suggest a tine-limted period of use or does it
recommend chronic use or hold open the potential for
chroni c use?

DR. COSTIN. No, | don't think it holds
open the potential. As a matter of fact, the | abeling
i ndications for Soma are as an adjunct, as an adjunct.
And, if you'd like, I'lIl read you the indications
specifically.

It is indicated as an adjunct to rest,
physi cal therapy, and other neasures for the relief of
di sconfort associ at ed with acut e, pai nf ul
muscul oskel etal conditions. The usual adult dose is
bl ah bl ah bl ah.

Clearly it's targeted for the acute
condition and as an adjunct to physical therapy and
ot her things that a physician woul d have to consi der.

DR STRAIN Is there any indication based
on sales or -- 1'm thinking of the analogy to

benzodi azepines used as hypnotics, which are
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recomended for only acute use as well. But a large
percent age of benzodi azepine prescriptions actually
are given for chronic usage, even though that is not
what the indication is.

And I'mwondering if there's any evidence
of a simlar database regarding Soma that m ght
i ndicate whether there are patients using it on a
chronic basis, rather than an acute basis. Do you
have any --

DR. COSTI N: |"mcertain that you could
try to tease that type of information out of
prescription databases in terns of refills, as opposed
to new 'scripts, et cetera, et cetera.

| don't have that information right nowin
hand, but | suspect that that data coul d be devel oped.
The new 'scripts -- well, | don't have that data right
now, but | suspect it could be devel oped.

CHAl RVAN SCHNEI DER: The Chair would |i ke
to ask a couple of questions. | want to be sure |
heard what you said correctly that you have studies
t hat show no wi t hdrawal synptomatol ogy fromthe use of
this drug. Am1| hearing accurately?

DR. COSTIN. The statenent that | made |
t hi nk was that when you -- are you tal king about the

Cari soprodol used over an extended period of tinme and
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then was abruptly w t hdrawn?

CHAI RVAN SCHNEI DER:  Yes, sir.

DR COSTIN Then there were no w t hdrawal
synptons or signs. Yes, that's a statenent that we
made.

CHAl RVAN SCHNEI DER:  Is that based on a
study or case reports?

DR. COSTI N: That is based on study
i nf or mati on. "Il be happy to allow one of our
experts to comment on it if you like, Dr. Harris, Dr.
Lou Harris.

CHAI RVAN SCHNEI DER:  Yes, |'d appreciate
t hat .

DR. HARRIS: To the best of ny know edge

CHAI RMAN SCHNEI DER:  Your nane, sir, iS?

DR HARRIS: M nane is Lou Harris. |'m
Prof essor of Pharnmacol ogy at the Medical College of
Virginia, Virginia Conmmonwealth University. And |I'm
a consultant to Carter-Wallace on this particular
i ssue.

There have been, to ny know edge, two
reasonabl e studies carried out, one in dog by Deneau
and his colleagues at the University of M chigan,

where they did first a substitution study in
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bar bi t ur at e- dependent dogs and found that Cari soprodol
partially substituted for the barbiturate.

The second was a primary physical
dependence studies, where the dogs would contain
Carisoprodol for a significant period of tine, then
abruptly were withdrawn. And there was very little
i ndi cation of w thdrawal signs.

The second study is a study in man carried
out at the Addiction Research Center at Lexington.
You have to put these things in context. W're back
now in the early 1960s. It was well before many of
the nore finer nethods of assessing abuse potential
were available to us.

In the Lexington study, first of all, the
drug was study in norphi ne-dependent subjects, who
were put into withdrawal. Substitution studies were
done. The drug did not substitute for norphine in
t hose studi es.

The second part of that study was a
subj ective effect study, where the drug was given at
various doses and in a blind condition. Subjects were
asked to identify the drug. And signs and synptons
were noted. Signs and synptons were not opiate-like.
They were not barbiturate-like. But they were

sormet hing i n between.
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Finally, | believe it was four or five
subj ects were chronically nedi cated, three or four for
a period of a week or two with doses -- and, again,
there are docunents, papers, available to all of you
-- and then abruptly wthdrawmm for very little
i ndi cation of w thdrawal signs.

One person was naintained at very high
doses for 60 days and then abruptly w thdrawn or
substituted w th placebo. H's report was that he
couldn't distinguish with the placebo and the drug.
There were no withdrawal signs. He couldn't tell when
he had recei ved the pl acebo.

Again, these are old studies. And,
certainly, ny advice is that we should be | ooking --
if there's need to do so, we should be | ooking at sone
nore nodern nethods.

Therefore, the data so far that we have
from both animals and man; that is, actual studies
that were carried out, not anecdotal or case reports,
doesn't produce nmuch in the way of physical
dependence.

CHAI RVAN SCHNEI DER:  Thank you.

Any questions of Dr. Harris? Yes, Dr.
Khuri ?

DR KHURI: Since sone of the argunent, of
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course, has been based on the simlarity to and the
met abolism to neprobamate, which is in question, |
fully understand, what is our present know edge about
mepr obamat e abuse as conpared with other drugs of
abuse fromthe DEA perspective?

There is a literature | know in the
eight-fold analysis, but it's based on 1977, earlier
l[iterature

DR. COSTIN:. | believe that part of the
FDA presentation included sonme neprobamate anal ysis,
didn't it?

DR WRIGHT: We'll have sone additional
data on that.

DR. KHURI: Thank you. Thank you.

DR COSTIN  Yes. WMaybe I should hold and
et him coment on that. From our perspective,
t hough, I will coment on it. Qur reports, is that
what you're referring to?

DR KHURI: Yes.

DR.  COSTI N: Qur reports have been
absolutely flat on sales.

DR. KHURI: | just wanted that repeated.
Thanks.

CHAI RVAN SCHNEI DER:  Dr. Wi ght?

DR WRIGHT: | have two questions. One is
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a '90s kind of question. W have becone aware of |ate
that there is quite a -- | don't know how | arge but
certainly very active -- users' group on the internet
expl oring various pharnmaceuticals and describing their
subjective effects and pronoting or extolling the
virtues of various conpanies' products for abuse
pur poses.

Have you |ooked on the internet for
mentions of this drug or have you | ooked in press
reports or done any form of surveillance in
preparation for this neeting?

DR. COSTIN. Not in ternms of preparation
for this neeting. W do actively scan various sources
within the "net wth personnel within R&D. And it's
primarily for the purpose of picking up any type of
mentions in the lay or in the professional press
relative to Carisoprodol

Most of these revol ve around various state
activities. Some of them involve the nention of
physi ci ans or pharnaci sts being arrested, and this was
part of a drug cache that was picked up

So we do nonitor that. W are aware of
t hat . We have not done any formal collection or
analysis. And we have certainly not quantified the

i nformati on on i nternet.
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Dr. Flanagan here is in charge of a
medi cal departnent. Do you have any additional
coments, Harry?

CHAI RMAN SCHNEI DER: Identify yourself,
pl ease, sir.

DR FLANAGAN. Dr. Harry Fl anagan, \Wall ace
Medi cal Departnent.

Again, we receive these reports. And
nostly we receive themin the formof printout. And
we docunent them But, again, as Dr. Costin has
mentioned, we haven't quantified themto any degree.

We al so search the nedical literature on
a nonthly basis for all Carisoprodol reports that
appear in the nedical Iliterature either as case
reports, which is what the primary type of reporting
iS.

So we do nonitor it nonthly Iike that, but
we have not done anything formally on internet.

DR. COSTI N: This is primarily -- |I'm
sorry.

DR WRIGHT: Before you step down, so you
have been reading these for sonme tine?

DR. FLANAGAN: We collect the nedical --
the reports that we have that are identified, yes.

Again, | personally am not aware of reading any
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particular lay type of informtion.

DR. WRIGHT: Ckay. Do you have a --

DR. COSTIN: Yes. Qur purpose in doing
this is primarily to scan the information that's out
there relative to any possible adverse type of drug
reaction that is being reported for any of our
products. W do this with all of our products.

As a matter of fact, if I'mnot m staken,
when it came to our attention that reports of
Cari soprodol msuse were comng up, | believe we even
hounded the chairman of this Coonmttee for a while for
sonme reports. So we're doing this primarily fromthe
standpoint of <carrying out our charge to report
adverse drug reactions to the FDA. That's our prinmary
purpose in doing it.

CHAI RMAN  SCHNEI DER: I"'d like to ask
anot her question. Yes, | have been hounded, but |
have not avoided it.

DR. COSTI N: No, you haven't. You' ve
responded very wel|.

CHAI RVAN SCHNEI DER  As a matter of fact,
you have nmade ne lose a few days of other activity
because of your houndi ng.

When di azepam Valium breaks down, it

breaks down into at |east one, if not two, other
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psychoactive products. Wien this drug breaks down, it
breaks down into nmeprobamate, which is a psychoactive
pr oduct. However, the primary drug is also
psychoactive apparently. Is it related to the
mepr obanat e?

My question really is to although your
stand is that the breakdown of this drug -- you know,
| have to stop here. I have heard multiple
pronunci ations of this drug. Wuld you pl ease educate
me as to the correct pronunciation of it?

| see there are variances of opinion in
your group over here.

DR. COSTI N: ' m di sadvant aged, though
because any pronunciation | give is going to have a
Sout hern accent to it. So I'mautomatically suspect

in a drug which was developed in northern territories.

So | call it Carisoprodol
CHAI RVAN  SCHNEI DER: All ri ght.
Carisoprodol. |I'mfromsouthern California. | guess

| don't talk with a Southern accent, though.

The Carisoprodol per se appears to be a
psychoactive drug. Your premse is -- and maybe |I'm
hearing that the prem se of the FDA or the DEA is that
t he breakdown product is the total culprit here. 1'd

like your comment, sir, on the psychoactivity of
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Cari soprodol per se.

DR. COSTIN. Carisoprodol per se.

CHAI RMAN SCHNEI DER:  Yes.

DR. COSTIN. Well, first of all, | think
that | agree with you. But having not reviewed the
DEA docunent, | can't comment nuch further than that.
But | think a lot of the premise is that it is a pro
drug.

And if that's the case and that's the
reason for bringing the neprobamate information into
that docunment, then | would presune that the
distinction or the correlation is trying to be drawn
to it that nmeprobamate is a major player

However, in terns of the psychoactivity of
the Carisoprodol per se, Carisoprodol along wth
several other carbamates back in the '50s were being
devel oped by Carter-Wall ace.

And the primary reason for this
devel opnent program as you're probably very
wel | -aware, is the devel opnent of the tranquilizers.
And nmeprobamate was certainly one of the first, was
the first, tranquilizer out there.

| ndeed, Carisoprodol was | ooked at during
this tine. It was |ooked at specifically for

tranquilizing effect. And it was shel ved because it
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didn't have any tranquilizing effect to warrant the
devel opnent programthat Carter-Wallace was pursuing
at the time, nanely they wanted sonething that had
significant, profound, if you please, tranquilizing
effects.

Carisoprodol clearly didn't have this in
t he studies.

CHAI RVAN SCHNEIDER Didn't have it at al
or didn't have it in anmounts strong enough to warrant
its conpetition with the others?

DR COSTIN  Virtually none. | nean, you
certainly would not use this drug to even renotely
think of trying to go with an NDA for devel opnent of
this. | mean, it's just nonexistent.

CHAI RVAN SCHNEI DER: So "none" is not the
word? "Not enough" woul d be the word?

DR, COSTI N: I think "none" is an
appropriate word. | think it's a very appropriate
wor d.

Dr. Steiner, who's here, mght wsh to
conment on that.

DR STEINER M nane is Sol onon Steiner,
and I"'ma consultant to Carter-Wallace on this natter,
Prof essor Enmeritus of Neuroscience at City University

of New York, NYU School of Medicine.
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| think first one should distinguish
bet ween psychoactive and affecting the central nervous
system Carisoprodol does affect the central nervous
system It's a centrally acting nuscle relaxant. And
it works particularly in reticular formation.

It is devoid of a nunber of and
particularly, interestingly, devoid because of its
chem cal relationship or simlarity to neprobamate.
That's what nakes it particularly interesting, that it
is devoid in animal studies of a variety of effects
that one typically sees with the neprobamate and with
Valium wth benzodiazepines. And it is particularly
devoid of it.

It's not that it has not enough of it and
that sonehow if we could make nore of it, it would be
better. It doesn't happen. And that's what nakes it
i nteresting.

It's also interesting because if you
really believe that Carisoprodol is being netabolized
to meprobamate, you woul d expect that either aninmals
or humans nmai ntai ned on Cari soprodol for any extended
period of tinme would show responses that you see to
meprobamatel . And you don't see it with Carisoprodol,
whi ch casts real question as to how nuch, if any, of

Carisoprodol is being netabolized to nmeprobamate and
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functioning in that respect.

Wthdrawal is one effect that one can
poi nt to. You just don't see wthdrawal wth
Carisoprodol. You do with neprobanate. So when you
mai ntai n soneone on Carisoprodol, why don't you see
abrupt w thdrawal synptons when you w thdraw themif
it's being nmetabolized to neprobamate? And that's
basically the point.

So | would say that it would be fair to
say that Carisoprodol is a CNS-active drug in that
it's working on the reticular formation primarily as
a nuscle relaxant, but it would not be accurate to say
that it's a psychoactive drug in terns that it has its
primary effect on behavior.

CHAl RVAN SCHNEI DER:  Dr. Wi ght?

DR. VRl GHT: Before you l|leave, sir, so
based on the animal data and the human data so far,
you believe that there is little evidence for a human
wi t hdrawal systenf

DR. STEINER: Yes, sir.

DR. WRIGHT: So that could be studied at
the clinic?

DR. STElI NER: That certainly could be
studied at the clinic, yes.

DR. WRI GHT: Thank you.
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CHAl RVAN SCHNEI DER  Before | turn it over
to soneone el se, let nme change our term nol ogy between
you and nme. You have stimulated ne. You have not
hounded ne because | have had personal experience and
nmy staff has had personal experience to the contrary.
And this has not been docunented.

And so | nust tell the Commttee that we
will go back to the record room and go back to our
docunentation and try and provide you wth sone
accurate docunentation which does not totally agree
with the evidence that has been presented today.

Ms. Cohen?

M5. COHENN No. Dr. Khuri. 1'Il let her
go first.

CHAI RVAN SCHNEI DER:  Dr. Khuri ?

DR KHURI : No. I just wanted to add
anot her question for the |ast speaker for a nonent.
You have established certain inportant points for ne,
but | wondered about the potentiation of euphorigenic
aspects of other drugs of abuse, granted that
Carisoprodol does not have a wthdrawal, clearly
defined wthdrawal, syndrone. But what about
potenti ati on of euphorigenic effects of other drugs:
opi ates and tranquilizers?

DR HARRIS: | think that's a possibility.
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It's just never been studied in any real fashion.
Experi ment al met hods now exist to test that
hypot hesis, both in animals and man. | don't think
there's evidence for or against that possibility.

| do think that sone of the prescribing
habits that you've heard about of physicians, if you
have -- and I"'mnot a physician. | nust beg off. But
| do teach pharmacol ogy.

A physician faced wth nuscle pain,
particularly back pain, is often faced with very
difficult situations. They often tend to wuse
conbi nations of analgesic-type nuscle relaxants
conbi ned with nonsteroidal anti-inflammtory agents,
and if they are not getting relief when they get to
t hat point adding usually an opiate of one type.

And that's why there are conbination
products, as you saw, galore with this drug and al so
with other drugs that fit into this case. Mphenesin,
which I don't believe is available anynore, was very
heavily used in that regard. Methocarbamal is another
exanple of a drug in this class that exists as
conbi nati on products.

But, again, | don't think that it's been
studi ed adequately. And | think that it's an

interesting point. | don't know how nuch this adds to
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t he purported m suse or abuse of the drug.

DR KHURI: Well, it wouldn't cone so nmuch
fromtherapeutic use. | use the term "euphorigenic"
advisedly. It would cone fromstreet --

DR HARRIS: Yes. Well, that's what I'm
saying. Wat you're seeing in a lot of the reports is
its conbined use with opiates is not being used in ny
opinion based on its pharmacology to produce
opiate-like effects that would help these but maybe
its effects conbined with the opiate effects. You can
say that about practically any psychoactive drug.

| would not say this is not a psychoactive
drug. This drug affects the central nervous system
psychic, whatever. |It's different from neprobamate.
It's different from a barbiturate. It's different
froman opiate. But it does produce effects on the
central nervous system

Now, if you want to try to distinguish
between central effects and psychoactive, define
psychoactive for ne.

DR, STEINER Ckay. | wll.

DR. HARRIS: Please I|I'msorry. You' ve
got to see that this is not a clear-cut and dry issue
her e.

CHAI RVAN SCHNEI DER: Go ahead.
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DR.  STElI NER: | agree that Ilittle is
known, but | should point out that, first of all,
woul d make a distinction -- | think it's a usefu
distinction -- to talk about a drug that affects the
central nervous system on the one hand, because

there are lots of effects on the central nervous

system - -

CHAI RVAN SCHNEI DER: | don't want a | ong
| ecture here, sir. | want --

DR. STEINER 1'Il try to keep it brief.

-- and, secondly, alternatively, drugs
whose primary effect is to alter behavior. And that's
what | consider a psychoactive drug to be. An
anticonvulsant is not a psychoactive drug in ny
[ exicon, but it certainly affects the activity of the
central nervous system A centrally acting nuscle
rel axant is not a psychoactive drug in ny |exicon, but
it certainly affects the central nervous system

| want to nmake one other point. The fact
that the lay community frequently abuses a drug is
really no indication of the pharmacol ogi cal
properties. "Il give you one illustration, which
many of you will renenber, having some gray hairs.

In the '70s there was a great deal of

snmoki ng of banana skins based on a little bit of
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know edge that there's a lot of serotonin in banana
ski ns. And peopl e were snoking banana skins, kids
wer e snoking banana skins, because they thought if
they could increase their |evel of serotonin in the
brain, they'd get a wonderful high. They just didn't
know anyt hi ng about the bl ood brain barrier.

So, while there is serotonin in banana
skins, it doesn't get into the brain and really does
not have any psychoactive effects other than a pl acebo
effect, which is very powerful and which | should
poi nt out was the basis of nedicine for nost of human
hi story.

Thank you.

CHAI RVAN SCHNEI DER:  Thank you.

Dr. Young?

DR YOUNG | have a question that may be
nore appropriate for the DEA. WAs the conpany ever
asked to submt this conpound through the DEA
stimul ant-sedative screen, the self-adm nistration
screen?

DR. COSTI N: No. Wien was the program
i ntroduced?

DR HARRIS: It was introduced in the |late
'80s, but we have never had that submtted to us.

can't answer the question about whether the DEA
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requested it to be submtted.

DR YOUNG So it didn't cone through the

DR HARRIS: It has never cone through the
testing program

DR.  YOUNG It's never cone through the
CPDD - -
HARRI S:  Right.
YOUNG -- testing progranf

HARRI S: Right, right.

3 3 3 3

YOUNG |Is there soneone fromthe DEA
that can say whether or not this conpound was ever
exam ned through its self-admnistration progran? Ws
it ever requested?

CHAI RVAN  SCHNEI DER: Use a m crophone,
pl ease.

DR. HUTCH NSON: Not to ny know edge.

CHAI RVAN SCHNEI DER:  Dr. Wi ght?

DR. VRl GHT: Yes. This is a difficult
guestion. You may wi sh to defer your answer to this
guesti on. Par ke- Davi s est abl i shed an or al
chl orampheni col surveill ance program when the drug was
of f patent to ensure that their conpany never had to
bear the consequences of aplastic anemia related to

either their product or to a generic one.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

80

|s the marketing of this drug such that
one could possibly work with the DEA or with state
boards of pharmacy to try to identify msuse or
m sprescri bi ng?

DR, COSTI N: I clearly think that
opportunity is there. As |'ve indicated before, we as
the brand manufacturer of this from a volune
standpoint deal wth a small part of the entire
Cari soprodol narket.

So | think if the DEA, FDA, Carter
Wl | ace, and the generic conpanies could find a common
ground there, | think the opportunity is there based
upon the volunme of it.

So | know what you're tal king about. |
understand what you're talking about. And | think
that the opportunity is there. \Wether or not one
woul d be able to pull it off or not | think would
depend upon a lot of cooperation between a |ot of
conpeting forces here or a |ot of perhaps synergistic
forces.

DR. WRIGHT: Then I'Il follow up with a
second question. Do you perceive it to be in the best
interest of your firm to try to control this
prescription of your product?

DR, COSTI N Absol utely. W have
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suggested, as a matter of fact, many tinmes. W have

no interest. It does nothing to a drug to have it
m sused. W end up with neetings like this wth
conflicting information. It does nothing nore than to

hurt any |egitimte manufacturers.

And, as a consequence, | think we woul d be
very interested in |learning how to do this. W would
certainly propose to various state agencies that if
this is a problem and if you're having trouble
controlling it on a msdeneanor |evel, then we're al
for making it a felonious act to have this in your
possession illegally.

So | think there are other renedies
avai lable to deal with this issue. The fact that we
would like to pronote the legitimte, |egal use of the
conpound is a very sincere premse that we woul d have,
no doubt about it.

CHAl RMAN  SCHNEI DER: Unl ess there are

ot her questions, | would thank you very mnuch.
Dr. Klein?
DR KLEIN | would just like to clear up

a smal | housekeepi ng i ssue. Wien we receive a Freedom
of Information request, first of all, it's handled
admni stratively by our Freedomof Information Ofice.

And we rel ease only docunents that are the FDA s
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When the request includes docunents that
i nvol ve anot her agency, in this case involve the Drug
Enf orcenent Admi nistration, that has to be handl ed by
the Freedom of Information Ofice wthin the Drug
Enf orcenent Admi nistration, not within the FDA.

DR COSTIN R ght. M comments, ny other
coment s, Dr. Kl ei n, were not i ndicative of
responsi veness on the FDA's part. FDA has al ways been
very responsive.

W had pursued that request through other
areas. And ny only indication this norning was to try
to indicate that this was the first tine that | have
ever been associated with any advisory commttee --
|'ve been before quite a few -- to which the
participants of the advisory conmttee, including the
sponsor, had not been given access to a docunent which
was sent to the full commttee. | think that's an
exception to which | know of no parallel.

That was ny indication. | did not nean
to, certainly, indicate the FDA was not responsive.
You have been very responsive.

CHAI RVAN SCHNEI DER: So not ed. W will
adj ourn for 15 mnutes. The speakers schedul ed for
1: 00 o' clock have graciously conme in early. So we

will be able to go ahead at 11:00.
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(Wher eupon, the foregoing matter went off

the record at 10:49 a.m and went back on

the record at 11:01 a.m)

CHAl RVAN SCHNEI DER: | do appreciate very
much the afternoon speakers comng in early. Sone of
us have a long way to travel. And if we can get out
at an earlier tinme than originally scheduled, it would
be very helpful to us and our famlies, who have to
meet us at mdnight at the airport in California.

So | think that the order of speaking wll
be, as | see it, Dr. Dale Conner will be first, then
Dr. Raines, Dr. Staats, Dr, Kaplan, and Dr. Cal deron.
| s that agreeable wth everybody? Al right.

Then 1'd |like to introduce Dr. Dale
Conner, a PharmD., a team/leader, Ofice of Cinica
Phar macol ogy and Bi opharnaceuti cal s.

FDA PRESENTATI ON

PHARMACOKI NETI CS AND METABOLI SM

DR.  CONNER: | put the title of this
particular very short talk as "Pharmacokinetics and
Met abol i sm of Carisoprodol." Basically there's not a
huge anount on this topic in the literature. It
really boils down to one prospectively perforned study
and a lot of case reports or incidental reports about

the all eged netabolism
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" mgoing to spend ny brief tinme pretty
much tal king about the article which you have been
given in your packages and which has been alluded to
before by the sponsor.

The particular question from ny vantage
point from certain of the questions that this
Commttee has been posed is: I's Carisoprodol
nmet abol i zed to neprobamate? And, if so, to what
extent?

| think nost of the incidental information
in the literature seens to inply that there is at
| east sone netabolism to neprobamate. So if one
accepts that, the question is: |Is it inportant? |Is
it alarge amount or a small amount? And under what
conditions does it happen?

Next . And, of course, | nentioned the
article that 1'mgoing to kind of concentrate and go
over briefly, which is the Osen article, which |
think you' ve all read or at |east had a chance to | ook
at, in "Therapeutic Drug Mnitoring." That's a fairly
recent report, 1994.

To just briefly go over the design of the
study -- the sponsor has referred to a study which is
currently ongoing. Their study, if I'mreading their

sunmary of the study report, -- | haven't actually
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seen an in-depth protocol -- seens to be a very
simlar type of approach to this with possibly a few
i nprovenents and certainly analytical analysis but
basically has the sanme type of approach, roughly the
sanme size of study.

In this study there were ten healthy
subj ect s: six male and four female. And after an
overnight fast, they received 700 mlligrans, which
was 2 tablets, of Carisoprodol by nouth in the
nor ni ng.

Just because in the FDA we're always
concentrating on this, this was, | believe, a European
formul ation of Carisoprodol, which I'm not really
certain is available in this country.

The bl ood sanples were as | stated here.
So it was fairly intensively sanpled out to 24 hours.
And there was a single subject, whom I'll address
| ater, who had additional sanples drawn beyond that
point out in tinme.

And this was assayed by gas
chromat ogr aphy, which the authors thenselves in an
honest self-criticismsaid that, although this is a
good nethod, -- and | think they did a very good job
as far as the analytical technique in assuring that

what they were seeing and calling either nmeprobamate
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or Carisoprodol was indeed that.

Technically speaking, it isn't an absol ute
identification, which | believe the sponsor in their
upcom ng study is actually using a GCMS net hod, which
is a nmuch nore positive identification.

But usually this is the type of study that
we see in many submssions. And if done appropriately
and appropriately validated, it's generally held to be
nore or less a confirmation of what you're seeing is
actually what vyou're getting. But based on a
technical basis, it is subject to a slight anmount of
criticism which the sponsor hopefully will correct in
their study.

Now, the results of this study that you
see in the table here, -- and this is again fromthe
article -- |1 found a few things about this to be quite
i nteresting.

The first thing that struck nme is you see
they neasured both conpounds. They neasured
Cari soprodol and neprobamate in their subjects. And
they've divided the results into two categories:
extensive netabolizers -- nine of the ten they called
extensive netabolizers -- and one which they
identified as a poor netabolizer. That's the first

i nteresting thing.
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The other thing that struck nme is if you
see under the very first line under "Carisoprodol,"
the half-life of Carisoprodol is stated as 99 m nutes,
which | think is consistent with what others believe
that they knowin the literature. That neans it's an
hour and a half half-life.

That kind of struck ne as a little bit
strange because this is a drug which is given every
six hours, every eight hours and fromall that we know
is effective over that entire tinme period. So it
struck me as odd that we have an hour and a half --
with the parent being an hour and a half half-life,
it's dosed on a nuch |onger interval.

And there are a couple of |ogical reasons
you m ght expect this, but basically it's a little
unusual , although not unheard of, for a drug to have
a short half-life and be dosed on a long tine period.
But it still led nme to think that there may be
sonmet hing el se other than the parent contributing to
not only the effects we have tal ked about but perhaps
the therapeutic effect as well. As you see, the poor
nmet abol i zer has a nuch | onger half-life.

The rest of it really follows from just
| ooking at the difference between the extensive and

t he poor netabolizer. But, as you see, there is an
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ext ensi ve appearance, if you want, of neprobamate in
t hese subjects.

I n the nine extensive netabolizers, we see
maxi mum concentrations of 18. | believe that's in
m cronoles per liter after about 220 m nutes. And
they kind of picked a tinme point at about 6 hours
where they found that in the plasma at that tinme point
about 92 percent of what they saw on a nol ar basis was
mepr obamat e, the renai nder of which was Cari soprodol .

Just to put these in perspective, this is
t he concentrations of neprobamate which we're seeing
-- and you can go to the next one, where we'll see a
graph of this -- were roughly in the range of what one
m ght see after therapeutic dosing of neprobamate.
It's kind of on the |low side, the | ow end of the range
that's usually seen, but it's consistent with the
bottompart of the range that's seen with about 400 to
800 mlIligrans of neprobamate.

Now, to explainthis, this line, the solid
l[ine with the open circles, cones down quickly. This
is on a log scale, by the way. It cones out very
qui ckly, very nicely with that hour and a half
hal f-1ife, the parent Carisoprodol and the extensive
nmet abol i zers.

And, as you can see fromthat upper solid
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line wwth the dark synbols, the neprobamate cones up,
is very slowto cone off. And it's still around at
the end of the neasurenent period.

That's due to two factors. The factor is
as the Carisoprodol is being elimnated, neprobamate
is allegedly being forned. So we see a very slow
formation, and we al so see the neprobamate i s supposed
to have around an eight-hour half-life, much nore
consistent wwth a drug that would | ast eight hours.

So, as we see, it conmes up. And it just
kind of conmes down slowy. So at least if you believe
that this is an adequate representati on of the general
pati ent population or using population, you could
expect that 80 or 90 percent, sonme nmgjority of
subj ects or patients are going to get this type of
pi cture.

However, a mnority are likely to be poor
nmet abol i zers with defective netabolism So you see a
representative here where the Cari soprodol goes up and
comes down very slowy because it's not being
elimnated as readily since this is a poor
met abol i zer. And you see sone formation of
mepr obamat e but much, much | ess as a percentage basis
t han the extensive netabolizers.

The authors worked up this particular
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i ndi vidual and found out that this type of poor
met abol i sm seenmed to correspond to a poor netabolism
of mephenytoin. And that's a standard probe to | ook
at certain polynorphism of netabolism in certain
people wth 50 enzynes. That does not necessarily
mean it's nmetabolized for the same thing, but it may
just co-segregate with that.

So the question that this raises is that,
at least if you believe this article, a significant
portion of the population is likely to formquite a
bit of meprobamate fromthis. However, there will be
a small mnority of subjects or patients which do not
readily form nmeprobamate.

The question that | would raise is |'mnot
really certain of what the percentage is, although
from this study, it appears that it's probably a
majority.

Two other points I'd |like to make that
cane up while I was listening to the presentations --
well, one other point. W have a |ot of reference to
ani mal studi es.

The sponsor, on one hand, has stated that
the animal s they've | ooked at, which | believe are the
dog and the rat, do not readily netabolize

Cari soprodol to neprobamate. And, at the sane tine,
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t hey use the animal studies of addiction to prove that
this is not an addictive conpound or an abusable
conpound.

Really, if the animals are significantly
different in their handling or netabolism of this
conmpound and do not form nmeprobanate; whereas, humans
do, then those animal studies are really not
applicable, strictly speaking. So you have to use a
ot of care in interpreting animal studies where the
animals don't netabolize the sane way as humans.

The other thing is a methodol ogi cal point
that in subsequent studies that we do, we have to be
very careful when we bring in subjects to do the
studies, that we don't purposely or inadvertently
pre-screen and have a majority of subjects which are
poor netabolizers of, say, nephenytoin, which would
automatically give you a population that fornmed very
l[ittle, conparatively little, neprobamate. So that's
anot her consi deration when we're pl anni ng new st udi es.
Whet her we pre-screen or not, they shoul d adequately
represent the popul ation.

That's my concl usi on.

CHAI RVAN  SCHNEI DER: Questions? Dr .
Wi ght?

DR WRIGHT: You covered this, but | just
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want to get a feel for it. You' ve described that C,,
for the neprobamate, the netabolite identified as
meprobamate, is at the bottom of the therapeutic
range?

DR. CONNER: It's within the -- for
i nstance, the authors of this paper state that the
normal concentrations of neprobamate after a 400 to
800-m I ligram dose are about, | believe, 20 to 100 |
think is the range they state. And these
concentrations range about 15 to 25 or so.

So it's up there into what's considered
the bottompart of -- | wouldn't call it a therapeutic
range. 1'd call it what one achi eves when one gives
a dose of neprobamate, which is maybe different than
what we normally term "therapeutic range.”

DR. WRI GHT: The only question | have is
that to achieve a dose that woul d have a psychoactive
effect in the gabinergic agent-tol erant patient, you
may be tal king about many nmultiples --

DR. CONNER:  Yes.

DR. WRIGHT: -- of the recommended Soma
dose.

DR CONNER Wiich if the estinmate that we
heard this norning of all the doses and dosage units

that people seemto have in their possessions, both
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users and distributors, people would seemto be taking
mul tiple doses to get the effect that they're | ooking
for.

| don't really -- well, | can't coment.
| can speculate that | don't really think you m ght
see that effect by taking one or two Carisoprodo
tablets. You mght have to take quite a few to get
the effect.

CHAI RVAN SCHNEI DER:  "Quite a few' being
what? Five? Six at a time? Four?

DR CONNER | haven't done the experi nment
on nyself. | don't know.

CHAI RVAN SCHNEI DER: |Is there any raci al
di fference? Was the person who was the slow --

DR CONNER | don't know fromthe -- you
know, this is a journal article. And it wasn't even
a very long one. So | don't have a lot of the details
that we usually see in reports that come in to us in
subm ssi ons. W don't have the journal articles,
unfortunately.

CHAI RVAN SCHNEI DER:  Ckay. Dr. de Wt?

DR. de WT: | have a conment before you
go.

DR. CONNER:  Sorry.

DR de WT: It seens to ne that even if
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mepr obamat e does appear after the Carisoprodol, then
| don't think that's an absolute indication that this
is a drug that has potential to be abusive.

If we |look at the rate of onset of the
appearance of the neprobanmate, it doesn't peak until
about four hours. And our other information about
abused drugs indicates that it's a rapid onset of the
agent in the CNS that accounts for abuse.

So, even if there is significant
mepr obamate netabolized, |I'm not sure that that in
itself is an indicator that the parent drug here wl|
be used.

DR. CONNER: Yes. It really depends on
t he pharmacol ogy, which | think we're going to be
tal king about |I|ater. As you probably all know,
abusabl e substances are the ones that are nost
preferred and many tinmes have a quick onset. It's
that quick up that usually people are | ooking for.

However, you can predict fromthis that
given multiple doses, you accunulate quite a bit of
st eady state meprobamate. And it probably has an
effect if you believe that this causes habituation and
wi t hdrawal effect; whereas, they're going to be
exposed to quite a bit of this, whether that's a

desirable thing to an abuser.
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DR. de WT: Right. And whether that's
relevant to abuse at all is a separate question.

DR. CONNER: Right, right.

CHAI RVAN SCHNEI DER:  Ms. Cohen?

M5. COHEN: Dr. Klein.

DR KLEIN. Well, this does followup with
Dr. de Wt's comment. | think that that principle of
rate of onset for a potentially abusable drug is a
guideline that we follow for new drugs that are being
pl aced on the market because we try to predict what
t he abuse potential is for those drugs.

But for a drug that's been on the market
for alnost 40 years, we try to do a balance of the
phar macol ogy, the pharnacokinetics, and the indicators
of actual abuse.

CHAI RVAN SCHNEIDER:  I'd like to nake a
coment about this. There are street drug users or
abusers. And then there is that population of the
non-street abuser, the person who gets habituated.
And there are different qualities that each of these
people ook for. So I think we have to keep that in
m nd.

Ms. Cohen, did you have a comment ?

M5. COHEN: Yes. | have a few questions

for Dr. Wight. Do we have all the work that's been
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done on this drug fromthe beginning until now? What
kind of information do we have that m ght be hel pful
to us?

DR. WRIGHT: Stay tuned, and we will be
presenting it over the next hour or so.

M5. COHEN: Really?

CHAI RVAN SCHNEI DER: Hang around. o
ahead.

DR, WRI GHT: I won't say that it's all,
but it's quite a bit.

M5. COHEN: Ckay. Thank you.

| wanted to ask Dr. Hutchinson sonething
fromDEA if | could

CHAl RVAN SCHNEI DER Go ahead if she will
approach a m ke. Thanks.

M5. COHEN: In looking through the
literature here, | see sone things on the energency
room the nore females are affected than males. |'m
going to try and ask a question. | hope | ask it
properly.

Have you seen people in comas or in toxic
condition who have taken this product? And is there
a real possibility this drug reacts strongly wth
other Kkinds of nedication? And have you seen any

ot her kinds of -- I have a radio program and | know
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| ask too many questions. Have you seen any of the
nmuscl e rel axants do the sane thing?

DR. HUTCHI NSON: | have sone indications
fromthe STRIDE data. There are indications in the
federal data that patients have stated for the record
that they have gone to a doctor and this doctor has
attenpted to get themaddicted to Carisoprodol or they
felt that the doctor was attenpting to addict them
And then the doctor woul d | eave and t hese peopl e woul d
be dependent on the Carisoprodol and would end up in
an energency room

| believe there were four people that |
know of in one case report. They described their
synptons as severe and | asting for one week.

| know this is mnimal. | believe there
are some reports in the scientific literature that
state that there is sone dependence associated with
this drug.

And your other question?

MS. COHEN: Have you seen other nuscle
rel axants do the same thing? Has that been your
experience?

DR, HUTCHI NSON: I can't answer that
guesti on.

M5. COHEN: kay. kay. | guess the
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thing that is troubling to ne is that if one takes
this medication and sonething el se is prescribed, then
the chemcal interaction mght change this into
sonething far different.

|'mnot a scientist. M husband was. But
that's the feeling that | get fromthe discussion. |If
"' mwong, please tell ne.

CHAl RVAN SCHNEI DER:  Dr. Wi ght?

DR WRIGHT: | won't say you' re wong, but
the emerging pattern appears to be that there are --
so far nost of the cases have been descri bed as peopl e
who have an established pattern of drug-seeking or
drug abuse behavior who seek out this drug because
other drugs are not available to them or are |ess
available to them But we have a ways to go in the
story as yet.

M5. COHEN: Thank you.

CHAl RVAN SCHNEI DER: Any ot her questions?

(No response.)

CHAl RVAN SCHNEI DER: Dr. Conner, thank you
very nuch.

Qur next speaker is Dr. Arthur Raines,
Prof essor of Pharmacol ogy, Georgetown University

School of WMedici ne. Dr. Rai nes?
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THE PLACE OF CARI SOCPRODOL | N THE MANAGEMENT OF PAIN

DR RAINES: | had the occasi on perhaps 20
years ago or so to work with Dr. Irma Hobart and
Cedric Smth in reviewing sone of the studies that
have been submtted in response to the DESI
designations, of less than effective for this class of
drugs, essentially acting skeletal nuscle rel axants.

Could | have the prior slide, please?
There's one before that. Oh, do | have the giznp?
Al right.

This is the group of drugs that we're
tal ki ng about. And they derive from nephenesin, which
was a conpound that was available in the '40s.
Actually, it was marketed as a skeletal nuscle
rel axant, produced paralysis in animals wthout
interfering with neuromuscul ar transm ssion. And,
therefore, this novel action seened to be sonething
that m ght be useful in nuscle spasm

Unfortunately, the drug had a very short
half-l1ife because it was glucuronidated on this
hydr oxy group. And, as a result, this group was
masked with a carbamate ester instead. And the
mephenesi n carbamate was a marketed drug. | don't
know that it's still marketed. But it's a conpound

whi ch has a | onger action than the nephenesin.
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The car banyl ati on, unfortunately, seens to
have dimnished its specificity. And it tends to be
nore of a global CNS depressant closely chemcally
related to the nephenesin carbamate i s nethocarbanal,
Robaxi n, which is shown over here.

Now, the drug which is under consideration
now, Carisoprodol, is n-isopropyl neprobamate. Here
is nmeprobamate, and here is Carisoprodol with an
n-i sopropyl . So it's N-alkyl derivative of
mepr obamat e.

Now, one of the problens that we had in
eval uating the studies for efficacy on this group of
drugs, including Carisoprodol, was that these are not
a highly effective group of drugs. |If they' re active,
they' re kind of feeble.

After years of grappling wth the
difficulties in denonstrati ng efficacy I n
skel etonuscl e spasm -- and let ne just allude the
reasons for the difficulty were several

One was the conditions for which the drugs
wer e being used and eval uated at, say, one, four, and
seven days of treatnment were conditions which were
relatively self-limting, strains, sprains, nuscle
trauma, charl ey-horse of one sort or another.

And so in many, many of the studies, the



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

101

drugs were not superior to placebo. The drugs were
not superior to analgesics. And the drugs were not
superior to physical therapy.

It's for that reason the way they're
| abel ed. They're |l abeled as adjuncts to physical
t herapy, rest, and other interventions. So | think
one of the inportant things to cone away wth wth
this group of drugs is they're not a group of drugs
with a high order of efficacy.

And, in fact, Dr. Craut, who was then
Director of the Bureau of Drugs, declared them
effective because it was becomng increasingly
difficult to know what to do with these things. And
so using the authority in the office, he just said,
"They're effective, and let's leave it at that."

I Wil | read the indications for
Carisoprodol just to remnd you. You may very well
have a | abel with you. 1It's indicated as an adjunct
to rest, physical therapy, and other neasures for the
relief of disconfort associated with acute painful
skel etal, nuscul oskel etal conditions.

The node of action of the drug has not
been clearly identified but may be related to its
sedative properties. Carisoprodol does not directly

rel ax tense skeletal nmuscles in nman. So this is
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anot her issue that has dogged this drug and the others
inthis famly. And that is that there has never been
a denonstration that there's anything sel ective about
the ability of these drugs to reduce nuscle tone.

It may very well be part and parcel of a
sort of a general central nervous system depression.
So that in nmuch the same way that if you reduce
activity level or in the extrene, if you produce sl eep
wth a barbiturate, of course, you get nuscle
rel axation.

So this has certainly been one thing that
was a thorn in FDA's side. And | tried to help them
with the problem but the problemjust didn't want to
go away for the reasons |'ve just described to you.

| know that vyou ve heard about the
phar macoki netics, but | have a couple of slides to
make a point. For one thing, this stick figure of the
structures is one in which there are a nunber of
related drugs, Carisoprodol, neprobamate, tybamate,

and a drug which had been originally thought to be

somewhat anti hypertensive, nebutamate. | don't know
whet her these are still marketed.
Fel bamate -- |1've added this to this slide

-- is a related drug which is of value in the

treat nent of seizure disorders.
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The netabolism you' ve just heard about.
The nmetabolismis analogous, if | could just go to
this slide, to the netabolism of diazepam where you
have an N-al kyl group, in this case a nethyl group.

And the conpound can be N-deal kylated to
nordi azepam -- in this case, the alkylation |eads to
meprobamate -- or it can be hydroxylated, in this case
to three hydroxydi azepam which is temazepam also
active. And the hydroxylation in the case of
Cari soprodol takes place on the side chain of the
Nunmber 2; in other words, on that normal propyl group.

| was going to say sone things about the
study that was just discussed with you, but that was
very, very nicely handled by the prior speaker. And
so |l won't get into this except to reiterate a point
that was just nmade. And that was that if you have a
drug with a half-life of one and a half hours and it's
converted to a drug with a half-life of sonething |ike
ten hours, the literature would give you a range of
something like 6 to 17.

What ' s goi ng to happen on chroni c exposure
is that you're going to get cunulation of the drug
with a Jlonger half-life. |  haven't done the
calculations, but it would be substantially higher

than woul d be the levels of the adm ni stered drugs.
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So what we would see under those
circunstances -- you can turn the lights on now and
the slide off, please. Wuat one woul d see under those
circunstances is an oscillation in the Carisoprodol
dosing levels and a steady cunulation to a steady
state level of the drug with the [onger half-life.

So with regard to, say, tolerance and
dependence, one would presune that sustained higher
| evel s of circul ating meprobamate woul d contribute to
the ability of the drug to cause physical dependence
because those | evel s woul d be hi gher and they woul d be
sust ai ned.

| think 1"l stop now And if you'd |ike
me to el aborate on any of the issues that |'ve raised,
|"d be happy to do that.

CHAI RVAN SCHNEI DER:  Questi ons?

(No response.)

CHAI RVAN  SCHNEI DER: I thank you very
much, sir.

DR. RAINES: Thank you.

CHAI RVAN SCHNEI DER:  Qur next speaker is
Dr. Peter Staats, Chief of Pain Mdicine, Johns
Hopki ns Uni versity.

DR. STAATS: Thank you, M. Chairnman.

As the Chairman said, |'m Peter Staats.
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|"'m the Chief of the Pain Medicine Service at Johns
Hopki ns University. |In that capacity, | oversee the
eval uati ons of about 10,000 hospital days a year for
acute pain and about 5,000 outpatient visits a year
for chronic pain.

My expertise is primarily in the
managenent of chronic pain and the role of nedical
managenent as well as other therapies in the
managenent of chronic pain. However, | do know
somet hi ng about the managenent of acute pain as well.

The primary reason that people woul d want
to use nuscle relaxants is for acute nuscle strain.
Although it's hard to get a good handl e on how big of
a problemthis is, nuscle injuries occur to about 24
mllion Americans annually.

The nost frequent cause of chronic and
per manent disability, 25 percent of the popul ati on has
tolimt their activities and seek nedical care. and
it has pronpted 70 mllion office visits a year. Now,
this is not just acute nuscle strain, but this is all
muscul oskel etal injuries.

Next slide, please. This accounts for a
large nunber of disabilities, 15 percent of
disabilities. And these are sonewhat old data from

1986, but it reflects 35 mllion individuals. This is
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estimated total cost of about $70 billion in terns of
disability and injury to nuscul oskel etal disorders.

Now, there are a nunber of approaches that

we use for the acute nuscle strain. Rest is very
comonly recommended, psychol ogi cal appr oaches,
rehabilitation nedicine. Medi cal nmanagenent is

probably the mainstay. And that's why we're all here
today, totalk alittle bit about that.

Sonme people do nerve blocks and trigger
poi nts and epidural steroids. And on occasion | think
we do surgery. And ny bias is that we do a little too
much surgery for acute nuscle and back injury.

Next slide, please. Now, it's inportant
for us to define what we're dealing with. Pain is not
just a biological event. There's an old Descartian
nodel of pain cones from the periphery and goes
straight up to the brain. And it's all a biological
event. W know that's not true.

Pain is a conplex event. It's an
unpl easant sensory and enoti onal experience associ ated
with actual or potential tissue danage or defined in
such terms. This is the official definition fromthe
| nt ernati onal Association for the Study of Pain

Now, it's i nport ant -- and [ m

sidetracking a little bit here because I think this is
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inportant and will affect how we |ook at nedical
managenent in a variety of therapies. [It's inportant
to understand that pain has a very conpl ex and strong
enoti onal conponent.

Next slide, please. I've recently witten
a new theory about what is pain that incorporates the
enot i ons. Enotions are very central in the
presentation of pain. It has its basis in biology.
And |I'm not denying at any level that there is a
bi ol ogi ¢ conponent to nobst individuals with pain.
However, there's a strong enotional conponent as well.

And, inportantly here, pain abides by the
principles of classical conditioning. There are
t hings that can be given to becone reinforcing. And
things can be given to mnimze enotional state.

Next slide, please. And this is kind of
a summary slide of what happens in an individual with
pain. There's usually a biological or nociceptive
state. There is an enotional response. That can be
condi tioned, be it |anguage, psychol ogi cal, workforce
factors, financial concerns. Anxiety is a big one.
All wll affect the enptional state, which affect
pai n.

Now, next slide, please. GCkay. W have

traditionally said if it hurts, take a pill. That's
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ki nd of what our nedical nodel has been. Wit until
it hurts because we don't want you to take too nuch.
| f you take too nmuch, you'll becone addicted to this
stuff. And only take one pill every six hours to kind
of avoid that.

It's fine what we know about the duration
of action of a lot of the analgesics that we use.
This is what happens out there in the community. This
i's what peopl e say.

Next slide, please. Ckay. So the problem
IS t he principl es of cl assic condi ti oni ng,
short-acting analgesics or short-acting nuscle
rel axants, or whatever we want to call it there, wll
t hrough principles of classical conditioning becone
rei nforcing.

This may take nonths. This may take
years. | don't know how long it wll take, but it
happens quite frequently when we do this. And this is
what | think leads to abuse of the variety of
subst ances.

Next slide. This is a slide that | have
a few nomers here, but it's basically here's a
noci ceptive stinulus that affects the personality and
what has been also ternmed the basic behavior

repertoires. This is, it affects the individual's
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pain and enotional state, and it gets soneone to take

apill.

| f sonmeone takes a pill, this pill and al
the behaviors around taking this pill through
principles of «classical conditioning wll becone

reinforcing. This again affects the enotional state.
And over a long period of tinme, this is how patients
devel op sone dependence on short-acting drugs.

Next slide, please. Gkay. So my opinion
is that nuscle relaxants may be inportant in the
managenent of acute nuscle strain, should be used as
an adjunct to rest and physical therapy, but there
really is a very limted role in the managenent of
chroni c pain.

Next slide, please. [|'msorry about the
m sspel ling here. Now, Carisoprodol, however we want
to say it, does produce nuscle relaxation in animals
by bl ocking interneuronal activity in the reticular
formation. This is also where we know enotions are
processed, further support for what | indicated about

principles of affecting the enotions.

The onset is relatively quick. It lasts
four to six hours. It does cause sedation in many
patients that | have seen. And it is not known to

cause directly skeletal nuscle activity, relaxation.
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Next slide, please. Now, we need to make

sure that we're all on the sane wavel engt h about what

is addiction and what is abuse. Addiction is an
abnormal behavi or pattern of drug abuse. [It's taking
medi cations to get high. |It's taking nedications for
other than pain relief. It's going from doctor to

doctor. One of the speakers earlier today nentioned
doctor shopping. And it's taking the nedications in
spite of known harm |It's inportant that we nmake sure
that that's the definition that we're going wth.

Next slide. This is opposed to physical
dependence, which is a normal pharnmacol ogi ¢ response
or physiol ogic response to chronic nedical therapy.
It doesn't matter if we're tal king about opioids. It
doesn't matter if we're tal king about the anti-seizure
medi cat i ons. Patients can becone physically
dependent .

And if you abruptly stop the use of
Tegretol, for exanple, in soneone who has never had a
seizure in the past, those patients will go through
withdrawal. This is inportant that we don't confuse
this with addiction because there are a nunber of --
| would say that a | arge percent of the patients that
we are calling addicts, it's really pseudo-addicti on,

where they're |ooking for pain nedications because
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their pain is not adequately controll ed.

Next slide. Now, the concern of addiction
or abuse when you're tal ki ng about nuscle relaxants is
it does cause relief of pain for sonme individuals. It
does cause central nervous system depression.

| t does  occur quickly so in a
ti me-contingent nmanner, it becones reinforcing.
Muscl e relaxants are for the nost part that we have
short-acting and require repeated dosing and repeated
trials to maintain an effect.

Next slide. Now, | think we've heard a
little bit about iatrogenic addiction and saying,
"Doctors are getting ne on these nedications. And
then they're getting nme addicted to it." | would say

that this does happen, but | feel that it's rare.

In the nodel where we're usi ng
short-acting analgesics, pill-taking behavior can
become reinforcing. There is a well-known

relationship between the tine-contingent versus
pai n-conti ngent taking of the drugs.

And if we make everybody take the pil
when they have pain, over a period of tinme this pil
will beconme reinforcing, regardless if it's a
centrally acting nmuscle relaxant or an opiate or an

anti-sei zure nmedi cati on.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

112

So through cl assical conditioning, these
anal gesi cs becone reinforcing. And it takes nmany,
many pairings. It doesn't happen on one pairing. It
happens over nonths to years.

Next slide, please. |"ve stressed this
i ssue because | think this is inportant in how we | ook
at scheduling of this substance. | don't believe that
there's a problemif the physician is nonitoring the
patient closely.

In following their patients, t hese
patients will not becone addicted to the nedication.
It's over an extended period of tinme that we have to
have sone | evel of concern.

So a better way is to follow principles of
nodern behavi or theory, use |ong-acting anal gesics
whenever possible. Now, it's certainly not possible
every tinme, but it's sonething that we should strive
t owar ds

We should also know that there's very
l[ittle data supporting the use of nuscle relaxants in
chronic pain for an extended period of tine. ' ve
reviewed the literature on that, and it's just not
t here.

So we need to |ook at other options if

soneone has chronic pain because we have very good
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therapies for chronic pain, of which nuscle relaxants
shoul d not be consi dered one of them

One needs to avoi d the pain-contingent use
of analgesics as nuch as possible and nmaxim ze
ti me-contingent use. Understandi ng the pharnacol ogy
of the drugs will allow us to give the therapy when
it's needed.

Next slide, please. This would be an
exanpl e of that. Try to knock out the nociceptive
stimulus wthout giving the reinforcers with it,
wi t hout taking a pill contingent on having pain and
t hen subsequently pain relief.

Next slide. The advantages are that there
are fewer peaks and fewer troughs. Fewer troughs
would be associated wth: better pain relief;
decreased side effects of peak serum levels; -- so
there would be no high -- and mnimzing, as | said,
the time-contingent rel ationship, taking an anal gesic.

Next slide. Ckay. |It's ny opinion again
that the short-term use wll not cause significant
probl ens. The long-termuse can lead to problens with
the pills becomng reinforcing. And for patients with
chronic pain, they should not be on the short-acting
anal gesi cs unless they've had a really conprehensive

approach to the managenent of their chronic pain.
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Next slide. W do want to give our
patients pain relief. So there's this conundrum here.
We want to give the patients pain relief when they
need it, but | think we need to recognize that the
manner in which we are giving nedications can lead to
a problemw th abuse. And over an extended period of
time in patients with chronic pain, these patients
wi |l devel op psychol ogi cal and behavioral problens
associated wth short-acting therapies.

Next slide. Now, | have to say that |
rarely use Soma for chronic pain. as | indicated,
the literature does not support the use in patients
with chronic pain. But ny practice is a practice of
pati ents who have had pain for seven or eight years.

|'ve had patients who cone to the Johns
Hopki ns pain program on Sonma. And it is very
difficult to deal with a lot of these patients. They
really like their Soma. They feel that this is what
t hey need. Even though they are doing very poorly,
t hey have cone to believe that this drug is what it is
for them this is it.

But they wouldn't be comng to see ne if
they were doing well. So there's a dichotony here.
And | frequently have to admt the patients to detox

them of f of the therapies.
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This is contrary to what we've heard today
of having no problens with addiction or physical
dependence to the therapy. That is not ny clinical

experi ence.

Next slide. GCkay. So, in summary, |'d
like to say that | think that Soma and the other
nmuscle relaxants have a very limted role in the

managenent of chronic pain.

There may be a role for it in the
managenent of acute pain that | do not dispute at all
and that | believe that |ong-term managenent wth any
of the short-acting anal gesics or nuscle rel axants may
lead to problenms wth abuse. And this should be
nonitored by their physician. That neans the patient
shoul d be going in and seeing their physician and not
calling up for a prescription.

That would be the only interaction that
they have with their physician. And so they shoul d be
evaluated on sone period of tinme that would be
consi dered reasonable by their physician to follow
them and make sure that they're not devel oping
probl enms with abuse.

And | thank you. Again, | wanted to
indicate that |I'm comng to speak with you as a

clinician with expertise in chronic and acute pain.
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And primarily | wanted to talk to you about principles
of how we manage patients with nmedications as well as
what is ny experience with the nuscle relaxants.
Thank you.

CHAI RMAN  SCHNEI DER: Thank you, Dr.
St aat s.

Questions? Dr. Khuri?

DR, KHURI: As another clinician,
greatly appreciate your clinical perspective and the
sensitivity with which you deal with your chronic pain
patients, not an easy group to deal with, particularly
enphasi zing the inportance of belief systens.

You nentioned, though, that many patients
-- it was on your slide -- like their Soma and you' ve
had to detox them Can you give nme an order of
magni t ude of nunbers wi th numerators and denom nat ors?

DR STAATS: The total nunber of patients
who are on Soma | would say is a small nunber.

DR, KHURI: Yes.

DR STAATS: If | said that I have four or
five thousand patients comng to see ne, | would say
less than five percent of them are on Soma in
particul ar.

The problem | have is that these patients

after they have been on it for an extended period of



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

117

time are quite difficult to deal wth. And a hi gh
percentage of these patients are the ones that |
ei t her need to admt to the hospital for
detoxification or have a problem getting off of the
drug. So it's a higher percentage than the rest of ny
popul ati on.

DR. KHURI : It is difficult to dislodge
belief systens, but can you tell ne over eight years
how many you've had to detoxify?

DR. STAATS: | would say nore than 10,
| ess than 50.

DR. KHURI: Thank you.

CHAI RVAN SCHNEI DER And may | ask you to
extend that and tell wus the problens of your
detoxification or what nethodol ogy you m ght use?

DR STAATS: Wll, we bring theminto the
hospital for a conprehensive program And we wll
slowy taper themoff of the nedication. W have not
seen sei zures, which has been reported. W have seen
nostly behavi oral problens of the patients indicating
that they're doing nuch worse for a period of tine
comng off of it.

DR KHURI: Are these patients who tend to
abuse ot her drugs and take non-prescribed drugs?

DR. STAATS: Not usually. They are not
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usual |y patients who take non-prescribed drugs. They
usual | y have been prescribed by their physician. And
the physician has just gotten to the point where
they' re very unconfortable with what's goi ng on, but
t hey keep escalating the dose because the patient
says, "You know, Doc, | need this, but |I need nore."
And they have been escalating and escalating and
escalating to a point where they' re not operating in
a successful pattern any nore.

DR. de WT: I just have one mnor
coment. Could you docunent that that was the only
drug that they were taking chronically at the tine
that you detoxified thenf

DR STAATS. Frequently it is not the only
drug that they are taking. They are frequently taking
other drugs as well. And I'mjust indicating that, as
we said, belief systens can be sonetines difficult to
differentiate.

They are frequently on other anal gesics as
well. They are frequently on short-acting opioids as
wel | .

DR de WT: Okay. | just have a snal
conment . I was interested in your theory of what
makes a drug a reinforcer. | was concerned, though.

By that reasoning, then aspirin should be a highly
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abused drug if it's the pain relief that makes the
drug sought after and abused.

DR.  STAATS: Well, there are different
ways that a drug can becone a reinforcer. A drug can
beconme a reinforcer by renoving a negative enotiona
stimulus, which is pain. |1t can becone a reinforcer
by making a high or a relief of anxiety or a relief of
a negative enotional state or induction of a positive
enotional state. Either one of those would be
reasonabl e.

A drug like aspirin functions |largely by
i nhibiting prostaglandin synthesis. 1In ny |aboratory,
we have shown that a lot of the effect of PGE2
specifically functions by sensitizing nociceptors.

If we take away the PGE2, we will still
have pain, but it takes away the sensitization. And
it lasts for an extended period of tine, hours. It
doesn't work imediately, in a quick tine-contingent
manner. It works in a delayed fashion by affecting
PCGE2 producti on.

CHAI RVAN SCHNEI DER: Dr. Strain?

DR, STRAIN: You asked ny question.
Thanks.

CHAI RVAN SCHNEI DER:  Thank you.

DR. YOUNG Can | ask a question?
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CHAI RMAN SCHNEI DER: You certainly may,
Dr. Young.

DR YOUNG Can you give us an idea of the
doses of the product that you' ve experienced in these
10 to 50 patients, what dose range and the frequently
with which they were taking the nedication?

DR STAATS: Frequently it's taking
medi cations of about 700 mlligrans every 4 to 6
hours.

DR. YOUNG Ckay. And does the
detoxification program include termnation of
adm nistration of the other agents the patients are
usi ng?

DR STAATS: That's a good question. And
| have to say we have changed over tine. It used to
be the bias that opioids wouldn't work for chronic
pain. And we woul d detox people off of everything.

The literature has really evolved to
suggest that the wuse of |long-acting opioids 1is
effective for sonme patients. And | think that we have
noved towards taking themoff of nuscle rel axants and
short-acting benzodi azepans and mai ntai ni ng the use of
| ong-acting opi oids.

DR. YOUNG  Such as?

DR. STAATS: Such as nethadone, M S
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contin, oxycontin, fentanyl patch, |evorphanol. W
mai ntain those analgesics as there really is
significant data to support that use.

DR, YOUNG And what pharnacol ogi ca
adj uncts do you use in the detoxification progranf
You indicated sone patients are also using
short-acting benzodi azepi nes?

DR STAATS: W do use sone cl onidi ne, but
| would say the predom nant way is slowy tapering
them of f their drug.

DR, YOUNG And what's your dose taper
schedul e?

DR. STAATS: Twenty-five percent of the
previous day's dose. It's pretty typical.

CHAI RVAN SCHNEI DER:  So a four to five-day
conme- down?

DR.  STAATS: That would be quick
Twenty-five percent of the previous day's dose.

CHAI RVAN  SCHNEI DER: Oh, the previous

day' s dose. Ckay.

Ms. Cohen?
M5. COHEN: | have two questi ons.
CHAl RVAN  SCHNEI DER: Use vyour m ke,

pl ease.

M5. COHEN: Oh, gosh. | know that.
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Do the patients understand the nmedi cation
they're taking? Has it been discussed with them by
the physician and this laid out what could happen?
And does the physician know what he's doi ng when he
uses it as a prescription?

DR. STAATS. | would say that invariably
the physicians feel that they're doing the right
t hi ng. And the patients cone to them and say
initially, "GCee, I'mdoing a little bit better. This
is great."

But | would not say that the physicians
are doing the right thing. And | don't think that the
patients have been counseled always about the
possibilities of what's the reality of the use of
nmuscl e rel axants in chronic patient.

M5. COHEN: But therein lies the problem
It's the detail nman that gives themthe information or
do they read the PDR or do they read the PDR or do
they read the inserts? How do they know this is
appropriate if they haven't read the literature?

DR. STAATS: | can't answer that.

MR. LLOYD: Have you had experience with
patients on |ong-term neprobamate? And have you had
to detox any of then? And if so, how do they conpare

to the patients you' ve detoxed on Cari soprodol ?
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DR. STAATS: I have no experience wth
t hat .

DR. STRAIN: The patients who report or
t heir physicians, physicians' report, that they have
had to increase the dose, do those patients report
devel opi ng tol erance to the nuscle-rel axing effects or
what effects do they report, the results and neeting
dose escalation? |Is there tol erance?

DR. STAATS: One of the inportant things
to understand about -- I'm not sure |I'm going to
answer your question here. 1'mgoing to do ny best
here. One of the inportant things to understand about
this therapy 1is very frequently patients are
m sdi agnosed and are diagnosed with sinply a nuscle
strain that goes on and on and on and on and on.

And they begin to take their nuscle
rel axant for a secondary problem which is the injury
muscle strain, which may affect anxiety, which my
take away the pain tenporarily, but the problemis
never sol ved.

And over a period of tinme, the dose does
go up in some set of the population. | can't tell you
what the nis at the bottombecause | only see a snall
percent age of the patients.

It does go up. And so, by definition, the
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dose goes up w thout seeing an effect over tinme in
terms of relief of pain. So, in fact, there is sone
type of tol erance.

DR. STRAIN. Just to go back, let nme try
stating it a different way. For patients who have
used i ncreasi ng doses over tine, have you asked any of
then? And do they say, "Well, | Iiked taking two
t abs. And so since two tabs nmade ne feel good, |
t hought let nme try taking four tabs because | wanted
to feel twice as good" or did they say, "I took two
tabs for a while, but then I wasn't getting that
effect anynore. So | had to go back to ny doctor and
say, '|I need nore.'"

DR. STAATS: That's difficult for ne to
tell you that.

DR STRAIN. Ckay. Let nme ask a different
question. Wen they' ve cone in to be detoxified, you
said you' ve seen no w thdrawal seizures.

DR. STAATS: Correct.

DR. STRAI N Have you seen w thdrawal
synptons or signs of any sort? Has there been any
sort of w thdrawal ?

DR. STAATS: | would say | haven't seen
the typical "Gee, ny skin is peeling off, and I'm

sweating and diaphoretic.” That | haven't really
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seen, what we think about with opioids. But | have
seen that patients are tenporarily much worse. They
can be worse. There may --

DR. STRAIN. Can you just --

DR STAATS: They display much nore in the
way of pain behaviors and say, "I'm hurting a whole
| ot nore, ny nuscle, ny back.” And what |I'mreally
t hi nki ng about is back pain because this is really the
| argest percentage of the patients who get this
therapy that | see.

They're nuch nore irritable for a period
of time and sonetines nore anxi ous.

DR. STRAIN. Sl eep di sturbances?

DR. STAATS. Yes, sleep disturbances.

DR. STRAIN. Dysphoria?

DR. STAATS:. Dysphoria, yes.

DR KHURI: | continue to be interested in
this same group of less than five percent of vyour
total patients certainly that get in trouble wth
Sona. I"'m sure that running a good pain service
psychiatry, and good psychiatric diagnosis is an
i nportant aspect of it.

we have | earned that these people are not
necessarily poly-drug abusers or druggees. Wat about

their psychiatric status and diagnosis? |'m sure
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t hey' re eval uat ed. Is there a high percentage of
anxi ety disorders, thought disorders? And are
psychot herapy and counseling, also alluded to by Ms.
Cohen, part of your reginme of detox?

DR. STAATS. W have a multidisciplinary
approach. WMany of the patients are admtted to the
i npatient psychiatry program and have been for many
years there. They admt about 125 patients a year,
sonething in that range, not just for Soma but for a
conpl ex set of problens, sonme of which are detox.
ot hers are not.

| don't know about the patients who wal k
into the door of my clinic. | can tell you the
national experience is about 70 percent of the
patients who walk into a nultidisciplinary pain center
have a diagnosis that would be consistent wth
depression, have a diagnosis of depression.

A large percentage of patients who cone
into a nmultidisciplinary pain center, as opposed to
patients treated in an HMO, have another psychiatric
di agnosis as well, not major thought disorders, but
affective disorders as well.

So the patient population that | see is,
in fact, different than what we see in --

DR. KHURI: |'m not speaki ng about your
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general practice. |'m speaking about the people in
trouble with Soma

DR STAATS: | can't say that | think it's
different. And | don't have that nunber, but | do not
think that it's different than the general popul ati on.
| do not think that they are schi zophrenics or nmjor
af fective disorder. that's not ny inpression.

DR KHURI: Primarily for depression and
anxi ety?

DR. STAATS: That's hard to tell because
so many of our patients have depression already. And
so it would be hard to tease that out.

DR. KHURI: thank you.

CHAI RVAN SCHNEI DER:  Ms. Cohen?

M5. COHEN: Do they have wunrealistic
expectations? Is that part of the problem that
they're not sharing in the process of the diagnosis
and what the programis but they're told, "You take
this? And, therefore, they think that automatically
it's just going to -- particularly the back pain.

And |'ve been through it. |It's prolonged.
And maybe if it was explained better to them they
woul d under st and.

DR. STAATS: | have to say that | think

physicians in general don't deal well wth the
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managenent of chronic pain. They're afraid of
prescribing opioids and other therapies. And for that
reason, sone inadequate therapies nay be prescribed
for chronic pain.

CHAI RVAN SCHNEIDER: May | take a little
different tact of there's a well-known theory, if not
a truism in addiction nedicine that people may be
pl aced appropriately on a drug which can cause
dependence; i.e., a narcotic for pain and anxiety, an
anxiolytic for anxiety, and a hypnotic for sleep
di sorder, which is probably the worst thing to give
for a sleep disorder, and that, although their
synpt omat ol ogy may go away under the effects of this
and that the pathology for which they were given the
drug in the first place; -- this is not a sleep
di sorder; elimnate that fromour discussion -- i.e.,
the back strain, the knee injury, when the nedication
is stopped abruptly, that two things occur.

One is withdrawal synptons appropriate to
that particular drug and the length of tinme it was
taken. And the other is -- and this is the thing |
want to raise -- the issue of reenergence of the
synptons for which they took the drug in the first
pl ace, even though the pathol ogy has cl eared.

What has been your experience in your
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patients that cone in with the back pain persisting?
Do you see find pathology in all of your cases? And
what happens with them when you do your cone-downs and
take them of f the nedi cation?

DR. STAATS: | think the therapy that we
use frequently is nore of a substitution therapy, as
opposed to always a renoval of the nuscle rel axants.
We do use a lot of opiates in the managenent of our
patients' pain and have docunented a decrease in
depression and an inprovenent in functional capacity
and i nprovenent in visual anal og pain scores with that
cl ass of agent.

There are patients that we cure. They
come in to see us, and we say, "Aha. You have this
pr obl em W cure you." And when we take those
patients off of their therapy, it has not been ny
experience that there is a reenmergence of those
symptons if we cure the problem | can't say that we
cure everybody there.

CHAI RVAN SCHNEI DER:  Sorry to hear that.

Any ot her questions?

DR STAATS: | would like to say that ny
opinion is that a physician can use this drug, and it
may have a role. But they should be nonitored by

their physician if they're on this therapy.
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CHAl RVAN SCHNEI DER: Thank you very nmnuch,
Dr. Staats. Appreciate it.

Qur next speaker is Dr. M chael Kapl an,
MD., Ph.D, psychiatrist in private practice of
rehabilitation medi ci ne, Rehabi litation Team
Catonsville and Westm nster, Maryl and.

Dr. Kapl an?

DR. KAPLAN: Thank you very nuch.

First of all, I'"'mnot a psychiatrist. It
sounds a |lot |Iike psychiatry. It's called a
physi atry.

CHAI RVAN SCHNEI DER:  Sorry about that.

DR KAPLAN: No problem A physiatrist is
a specialist in physical nedicine and rehabilitation.
And I"min Catonsville, not Catonsville. And so |
changed ny whol e tal k today because --

CHAI RVAN  SCHNEI DER: Wat's the third
thing I did wong?

(Laughter.)

DR KAPLAN. | wanted to tal k about sone
ot her drug besi des carbamazol .

(Laughter.)

DR. KAPLAN: Just ki ddi ng.

Anyway, everybody talks about t he

different hats that they wear. | also have a Ph.D
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Sone of our speakers today had a Ph.D. Mne's in
neur osci ence. I have an MD., Board-certified in
physi cal nedi ci ne and rehabilitation.

| am a strong clinical practitioner.
That's ny main thing, although |I do have a faculty
appoi nt nent at Hopkins in the Departnent of
Anest hesi ol ogy and Pain Managenment and also at the
University of Maryland in the Departnent of Anatony
and Neuroscience because | do that stuff. And | am
here today to tal k about the obvi ous probl ens.

| think there are a lot of issues that
have cone up that | think about in ny practice. And
| welcone the opportunity to discuss sone of the
things and try to fornmalize sone of the thoughts that
| ve had.

Whet her or not car bam zopr al or
meprobamate is a CNS-active drug or a psychoactive
drug based on its scientific literature or based on
different aspects of what is psychoactive and what is
CNS-active | think are really alnost uninportant
issues in this particul ar case.

The fact that the nedication isn't really
conpletely understood in howit works or its mechani sm
of action again really isn't that inportant in the

fact that we do understand that it works on the
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reticular system though.

And the reticular system is a very
i nportant aspect of the brain because the reticular
system affects attention. It affects sleep. It
affects basically our alertness. And | think that's
wel | - docunent ed.

So it's well-docunented that it affects
the reticular system |It's well-docunented that the
reticular systemaffects attention and our basically
interaction with the real world. So in that way we
know right away that this conpound can have an effect
on a person's nood, a person's attention, person's
psychogeni c effect or psychoactive effect. So this is
an i nportant consideration.

Anot her inportant consideration of this
medication in ny mnd and in the clinical aspect as
well as in the scientific part, but | don't do a | ot
of research on this or any research on this is the
target populations we're considering here. We're
considering target popul ations of people who are in
pain but nore specifically people who have sone kind
of an addictive personality or an addictive-prone
personality.

Peopl e conme to the office in pain. And

you can put themon al nost anything you want dependi ng
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on their personality as to whether or not they get

addicted to this. People don't want to be on a
narcoti c. They don't want to be on anything that
makes them feel funny. And, whether there's

withdrawal or not, it will be easier to get them off
of this in a period of a few weeks, whatever it is.

But there's a large group, a popul ation of
peopl e that have an addictive personality and maybe
not even have an addictive personality but are prone
to that because of their |ife experiences.

Peopl e who cone to you in pain conme to you
with a ot of other things. They don't like their
wor k anynor e. They're not enjoying their social
habi ts anynore. They're not enjoying life anynore
because they're in pain, especially when they're in
pain for an extended period of tine.

So, even if there wasn't a predisposition
to having problens or an addiction personality,
sonetimes this can devel op because their whole life
has changed, their relationship with their fam |y has
changed.

So we have to consider the target
popul ati ons. Asking one physician, "Well, how nmuch
percentage of your patients have this addictive

personality? Wat percentage of the Soma?" it's hard



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

134
to say.

I"'min chronic pain specialty. So |I see
a lot of people that are taking nedications for
sonmething like opiates or narcotics or Sona. O those
people, it's very, very difficult to try to wean them
fromSoma. And that's how | becane aware of sone.

We tal k about our doctors m sprescribing
t he nedications. |"ve used Soma before, and |'ve
never thought that | was msprescribing it. You can
read in the PDR what it does, and you do it.

Sonmeone said, "Well, this really hel ps.
Can | take it another one a tine of day? Can | take
maybe two at one tine? It helps ne at bedtine."

And then after while, being in the chronic
pai n business, |I'msaying, "Wiat's going on with this
stuff?" It seens like it's hard to get people off of
it and they want it nore frequently, people that don't
come in wth tattoos all over their bodies and snoking
cigarettes and drinking. These are regular people
that you don't really suspect, people that you don't
suspect of having an addictive personality. So we
have to consider the target populations as very
i mportant.

When you | ook it up and you start reading,

"Well, what's happening with this nedication? 1Is it
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abusive or not? They say withdrawal isn't a mjor
effect,” you say, "Wll, it's not too bad." But
peopl e want it.

It al so has additive properties. You then
start realizing as a clinician, not necessarily as a
researcher, that these people are doing other things.
Sonme of them have -- well, they're a social drinker.

What's a social drinker? Wll, to thema
social drinker isn't a beer on a weekend and maybe a
case of beer or a six-pack of beer, frequently a
si x- pack of beer.

So there are other additive effects that
start coming into your mnd as a chronic pain
physician and then start wondering about this
medi cati on.

Ease of availability IS anot her
consideration with this nmedication. And that's one of
| think the major focuses why |I'mhere today. | think
that the ease of availability should be decreased,
which would help alert physicians to what this
medi cati on does to peopl e.

So we shouldn't focus necessarily on the
semanti cs. Is this a psychoactive drug by its
scientific literature? Is this a CNS-active drug? W

ook in the PDR for any one of us. It can cause
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I i ght - headedness. It can cause feelings of euphoria
because it acts on the reticular formation.

Its availability is quite pronounced. And
this is a problemw th many nedications in general.
We can call in prescriptions. Pharmaci es are very
busy. Doctors are very busy. They have their aides
calling and things. You can call in a prescription.
Wo is to say that soneone else isn't calling in the
prescription?

When you have a witten prescription in
your hand, it nakes it a little bit harder. | think
in the older days it was hard to even bring in a
witten prescription. People didn't have conputers.
They couldn't go on their conputer and nake up a
prescription. They had to go to a printing shop. Now
anybody can wite in a prescription. But, still
calling in the prescription nmakes it that nuch easier.

We talked about today in sonme of the
questions that | heard we should go for further study.
We should have identification of its msuse. We
shoul d have identification of its m sprescribing.

These are nearly inpossible things to
really identify because, even wused in a nornal
prescribed way, it has additive potentials. It's

frequently m sused. Patients use mnultiple pharnacies.
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They use nmul tiple doctors.

There's no way to track this now  Sone
peopl e that are on prescription plans, you can track
it because they have to get their insurance conpanies
to pay for it. And that does happen.

But, then, people now are realizing,
“"Wll, all | have to do is pay cash. Al | have to do
is goto a small Ma and Pa pharmacy that isn't on the
conmputer network." Very few pharnmacies are on | arge
net wor ks. And even those are alnpbst inpossible to
track.

| have a patient that |'m suspicious of,
and I want to find out if they're going to nultiple
pharnmacies. It's nearly inpossible. 1've got to cal
everybody in hell to try to find out what they're on,
got to call all the pharmacies, ook it up. And it's
very difficult.

And just the fact that | can call and have
the pharmacist tell nme informati on about a particul ar
pati ent again tal ks about an ease of availability.
Wo's to say | can't call in a prescription? If |
have the confidence and I' mnot a physician and | want
tocall in a prescription, | can call in. They don't
know. DEA nunbers are easy to find. This situation

with this particular nedication is very easy.
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So we have to look at what we see in
clinical practice, not necessarily ne as a Ph.D. or a
researcher or in academ cs, but what do we see in

clinical practice.

It's frequently seen in mul tiple
nmedications. It's very difficult to taper. It's very
difficult to track. Peopl e want nore. Easily
prescribed. It's easily called in. It is seen to be,

at least in ny opinion, in personalities that have
addi ctive type of qualities. It does cause
I i ght - headedness and euphori a. This is clearly
docunented. And there are a couple of other things,
but who knows?

Anyway, changing the classification of
this nmedication | think is very inportant. Changing
it to where it's required to have a witten 'script,
a witten prescription, the patient has to cone in,
have a written prescription, signed by the physician
and how nmuch has several possible advantages.

It won't elimnate the abuse of this. It
won't elimnate the msuse of it. But practically
what it does is it alerts the pharnmacist and it alerts
the typical doctor, the typical physician that this is
a medi cation that should be carefully | ooked at.

Right now there is no real classification
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of this drug. And the typical physician, especially
the HMO doctor or what they call the doc in the box,
the wurgicare, where people conme down the street,
soneone says, "You know, | have Sona. | ran out.
|'"ve had this horrible pain." Wat's the big deal ?
G ve them another 90, one tablet 3 tines a day.
That's 90. CGo down to the other doc in the box. Get
another 90. |It's easily prescribed.

Physicians aren't alerted to it because
there's no reason to be alerted to it. The FDA isn't
alerted toit. Nobody is really alerted to it. So we
have to have change the classification where it is a
witten prescription.

W can't t aper these nedications.
Euphori a, |ight-headedness, dizziness. Even transient
quadri pl egia has been identified in the PDR. Coma
stupor, all of these things have been identified.
Whet her or not there is research, these are things
that are in the PDR

But if you read the PDR there are a | ot
of possibility side effects for many different
nmedi cations. And aspirin has been brought up. Well,
should this be classified the sane as aspirin?

Cearly aspirinisn't sought after for its

psychoactive effects. It isn't sought after for its
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CNS effects. So that problem shouldn't be a nmjor
i ssue here. It's perceived as a psychoactive
medi cation. And for these reasons, we should really
al ert ourselves. The average physician needs to be
alerted to this, to its abuse potential.

And | feel very strongly about it, not
because | knew it was a problemdealing with chronic
pain, fromwhat | studied at pharmacol ogy, but from
what | found at just basic clinical practice. And by
listening to speakers here, | feel even nore strongly
about that today.

CHAI RMAN  SCHNEI DER: Thank you, Dr.
Kapl an.

Any questions?

(No response.)

CHAI RVAN SCHNEI DER: | apol ogi ze for ny
three errors and thank you very, very nuch. Again, |
want to thank all of the speakers who cane in early.

Oh, a question? Sorry. | still want to
t hank you for comng in early.

MR LLOYD: The reason | was reluctant is
that this is not a question. This is a comment. And
t he speaker indicated that preference would be to
change it to a conmpound or a classification that

required a witten prescription.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

141

I n today's hierarchy of requirenents, that

woul d be a Schedule Il drug. And, as | have revi enwed
the material for the neeting, | haven't seen any
i ndication or suggestion that being a Schedule Il drug

woul d be putting it into the sane classification as
nor phi ne, that sort of thing.

DR. KAPLAN: wel |, from clinical
experience, again, what we were tal ki ng about before
in ternms of scientific literature and from clinical
experience frompatients, what they want these drugs
to use, we have to consider: -- this was brought up
-- Well, should we do this for aspirin, too?

This isn't aspirin. This is clearly an
identifiable problem regardless of the scientific
literature. O herwise, we wouldn't be here tal king
about it.

You and | are not the first ones to
experience this. Peter Staats and | are not the first
two clinicians to experience this. This is a common
problem That's why the neeting is held.

And it should be classified as a Cass |1
dr ug.

CHAI RVAN SCHNEI DER:  Dr. Khuri ?

DR. KHURI: Also, just a brief comment.

| feel noved to object to the term "addictive
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personality” in this context because | would prefer
what you know well as a neuroscientist to refer to
bi ol ogic and genetic factors, genetic polynorphism
that may nmake increased vulnerability to drug abuse
and drug addiction in general.

| think to use "addictive personality”
brings it into a noral realm which is too often
pej orative when we know that these are very conpl ex
illnesses. Just a comment for the record.

DR KAPLAN: | think you're right as well.
And |I've thought of simlar issues nyself. | use that
because that's the termthat's used in the PDR and
sone of the other pharmacol ogical texts. But, in
reality, sometines people that are taking al cohol, are
they taking it because they're an addictive
personality or are they taking it because they're
really trying to self-nedicate a problenf

DR KHURI: That's a very |ong discussion,
which is not germane to the discussion.

CHAl RVAN SCHNEI DER: Well, let ne junp in
here sinply to --

DR. KHURI : But | think the PDR has
dropped -- in the newer text, they've dropped
"addi ctive personality" pretty well.

DR. KAPLAN: Yes. That's a good point.
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CHAI RMVAN  SCHNEI DER: I think that the
l[iterature is replete that there is no evidence that
there is, quote, "an addictive personality.” It may
be semantics, but there are certainly predispositions.

Dr. Wight?

DR WRIGHT: | just want to nmake sure that
| understand your position, Doctor. And I thank you
for a very eloquent presentation. Wat | heard you
say is that patients want it, at |east sone patients
want it, it has additive properties to other OCNS
active agents, it is easily available, and it can be
hard to get people off of it. You feel that sonehow
the threshold for access should be raised.

DR.  KAPLAN: Shoul d be raised. Vel |
definitely. That's one of the major issues to nake it
a Class Il, because physicians do not identify this
drug as a problembecause it's not listed as a problem
and it's easy to give out the sane as you m ght give
out for a typical position sone of the nonsteroidal
anti-inflammtories. Well, it helps. What's the
pr obl enf

DR. VWRI GHT: Thank you.

CHAI RMVAN  SCHNEI DER: I pause for
reflection. Thank you very much, Doctor

Qur final speaker --
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DR WRIGHT: M. Chair?

CHAI RVAN SCHNEI DER:  Yes?

DR.  W\RI GHT: Just a question. Are we
going to have |lunch today?

(Laughter.)

DR WRIGHT: And, if so, could you give ne
sonme clue as to when?

CHAI RMAN  SCHNEI DER: The answer is
hopeful | y.

(Laughter.)

CHAI RVAN SCHNEI DER:  But | think that in
polling the Commttee prior to this session, we agreed
that, if we could, we would continue to 1:00 or 1:30
and break at that tine, which neans that those fol ks
could get on airplanes and trains faster.

So, if you don't mnd having del ayed
gratification wuntil between 1:00 and 1:30, we'd
appreciate it.

DR WRI GHT: | shall try to delay ny
gratification.

(Laughter.)

CHAI RVAN SCHNEI DER: Al right. 1 think
they're not going to hire nme for this job again.

DR WRI GHT: O her nenbers of the

Committee aren't throwing ne treats.
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(Laughter.)

CHAI RVAN SCHNEI DER: The next speaker is
Dr. Silvia Calderon, Ph.D., D vision of Anesthetic
Critical Care and Addiction Medicine. Dr. Calderon?

DR. CALDERON. Thank you.

CHAI RVAN SCHNEI DER: | suspect the next
time sone of you folks cone to a neeting |I'mchairing
and try to push it through, you'll bring a ham
sandwi ch or reasonable facsimle for yoursel ves.

Dr. Cal deron?

FDA PERSPECTI VE ON DATA ANALYSI S

DR CALDERON. Com ng back to your conment
on the presentation on Carisoprodol, | really don't
know how I wll do it. I"'mreally from the South.
l'm from South Anerica. So | have the strongest
accent probably in the audience. So I wll start
tal ki ng about the FDA anal ysis of the data.

First, | would say that several acting
nmuscl e rel axants that we have been tal king today are
marketed in the United States either as single agents
or as conbination drug products. W have a
Cari soprodol, bochof en, chl orozoxazone,
cycl obenzapri ne, dantrolene, diazepam netaxal one,
met hocar bamal , and or phenadri ne.

Bochof en and dantrol ene are |i ke the ot her
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muscl e relaxants, primarily prescribed in the
al leviations of signs and synptons of a spasticity.
So fromnow on, | wll take themout of our list. |
wll consider the other drugs as the primry
i ndi cators of nuscle rel axants.

Cari soprodol was introduced on the narket
in 1959 as a single agent and was followed by a
conmbi nation drug product, a Carisoprodol aspirin, in
1960. And since then, if | could have the second
table, several other generic products have been
introduced on the market and recently even three
products in 1996: one single drug product and two
conmbi nation drug products.

In order to address the issue, in order to
address the DEA request, we tried to | ook for data in
our databases, trying to |look for warnings of any
abuse with this drug. W nmainly |looked in the FDA
adverse report system W |ooked in the Drug Abuse
War ni ng Net wor k. W also took into consideration
information obtained from the State Boards of
Phar macy.

I n the FDA adverse reporting system there
are 421 reports as of August 1996, starting back in
1969. Dose reports gave us 210 COSTART terns. Those

are terns used to descri be the adverse events.
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We have a |ist here. | have included in
your packages the list of all the terns, but | have
included in this table only the top 20 terns reported.
It's true we have highlighted those that we consider
they are related to dependency or abuse, drug
dependency, over dose, over dose i ntentional,
sommol ence, convul sions, w thdrawal syndrones, cons,
syncope, stupor, drug dependency and addiction,
sui cide attenpt, and trenors.

It's true that drug dependency accounts
for 31 reports. And if you consider how old is the
drug, we have considered fewreports for that matter.
But half of the reports have been reported during
1991- 1995.

We al so should say that the FDA adverse
report systemdoesn't work very well with all drugs.
W have a poor report for all drugs. Half of those 31
reports have been received during 1991-1995.

In half of the reports, Carisoprodol was
used in conmbination with other drugs, drugs such as
dext r onet hor phan, dext ropr opoxypene, neperidi ne,
al prazal am Even we have reports of wuse of
Carisoprodol with somatriptan. So several other drugs
have been used in conbination. |In the other half of

the reports, it was used as a single agent.
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Al so, for the sane period of tine, for
1991-1995, we have received reports of ten deaths.
Deaths in two of those ten deaths, Carisoprodol was
used as a single agent. Every tine that drug |evels,
| evel s of Carisoprodol, were detected, also high
levels of the primary netabolite, neprobanate, were
reported.

Once we have a nunber of adverse reports,
we wanted to have an idea of what's the frequency of
reporting. First, we analyzed the market, how many
prescriptions are sold for Carisoprodol and the other
nmuscl e rel axants.

| have taken out of this conparison
bochofen and dantrolene. And we could see that for
1992- 1995 di azepam has 38 percent of the nmarket share;
foll owed by cyclobenzaprine, wth 24; and, third,
Carisoprodol, with 18 percent of the nmarket share, the
ot her nuscle rel axants: met hocar barmal , 8 percent;
or phenadri ne, 2; Cari sopr odol, 8 percent, and
nmet axal one, 2 percent.

So what happened with the prescription
sal es of Carisoprodol in the |ast couple of years? W
notice an increase in the prescription sales. And
that's wll be shown in the next viewgraph.

e coul d see when we conpar ed
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Cari soprodol, shown here in green, and neprobanmate, in
purple, and diazepam in blue, it was an annual
percent age change, an increase in prescription sales
for Carisoprodol starting from 1991 to 1995.

Havi ng thi s common denom nat or, we deci ded
to calculate what's the frequency of adverse reports.
In this case, we will get for a mllion prescriptions.

First, we considered all the adverse
reports. This graphic differs fromthe one that was
handed to you because | took off bochofen and
dant r ol ene. They are not primarily wused in
nmuscul oskel etal spasns.

So diazepam in the X-axis. W have
adverse reports for a mllion prescriptions for
1992- 1995. And the X-axis is selected drugs. We
coul d see here that diazepam has the hi ghest frequency
of reporting conpared to the other dr ugs:
or phenadri ne, cycl obenzapri ne, met hocar bamal ,
mepr obamat e, chl or ozoxazone, Car i sopr odol , and
nmet axal one.

But what happened with only taking into
consideration those terns that describe adverse
reports related to drug abuse? W grouped those
terms. And we only account for reports accounting for

dependency, dependency and addiction, including
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overdose intentional, overdose accidental, and
w t hdrawal syndrone.

In this case, we al so have represented the
adverse reports accounting for a dependency over those
and withdrawal per mllion prescriptions. And we
could see in this graphic that Carisoprodol has a
conpar abl e frequency of reporting to diazepamand is
hi gher than that of cycl obenzapri ne.

| will nove on right nowto data found in
t he Drug Abuse Warning Network. W obtained two ki nds
of data from this network. We obtai ned energency
departnment nentions, and we obtained drug-related
death reports from nedical examners. | wll first
di scuss the data regarding the enmergency departnent
ment i ons.

Here we al so cal cul ated the frequency of
reporting, in the y-axis total energency departnent
menti ons per thousand total prescriptions. Here the
nunbers were bigger. So we can conpare for 1,000
total prescriptions. And in the y-axis, we
represented the sel ected drugs.

We could see here also in this database
that Carisoprodol and diazepam have conparable
frequency of reporting. And it's higher than for the

ot her nuscl e rel axants.
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Al so, our next question was: Wat's the
notive for taking this drug? Wwo is the user? Well,
first, we analyzed fromthe total cases we have seen
t hat Cari soprodol has been associated in 25 percent of
the cases reported, reported to the DAWN system And
it has been associated with other opioids also in 25
per cent .

| would Iike to point out here that these
opi oi ds could be a prescription, obviously. | have
consi dered here codei ne, hydrocodone, other opioids.
They are not indicators of abuse. And | have incl uded
here ot her drugs of abuse, |ike marijuana and cocai ne.
And in 25 percent of the cases, it was associated with
al cohol and in the other 25 with other opioids.

Who is taking this drug? Were do they
get the drug fron? What is the age range? | have
conpared here for Carisoprodol and neprobamate.
Always in this case these are expressed as a
percentage of total nunber of energency departnent
mentions for 1990-95.

We could see that the notive for taking
t he drug, dependency accounts for 9.3 percent of the
cases, 56 percent for suicide, 4.6 for recreational
use, 15 percent reported for other psychic effects,

and 15 percent for unknown or others. The fact that



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

152

we are reporting unknown is not as stated. Wen the
report conmes to the Drug Abuse Warning Network it's
not stated, it will figure as unknown in our tables.

What' s the age group? W have six percent
of users 12 to 17; 14, 18 to 25; 31 for 26-34; and the
majority of the users are 35 years old and ol der.

Legal sources? It's a split between
| egal , 50 percent; and unknown sources, approxi mately
42 percent: street, 29 percent, and ot her
unaut hori zed sources, 4.9 percent.

Wen we conpared to the use of
mepr obamate, we were able to see simlar distribution
in the notive for taking the drug, in the age group
who is using the drug, and in the source. W could
see a simlar distribution. Al though they are drugs,
t hey don't have the sane indication.

In the next slide, I will discuss the data
obtai ned from the nedical exam ner reports. Her e
di azepam Al so, we have represented total nedica
exam ner mentions for mllion of 1,000 prescriptions
and in the x-axis selected drugs. W could see here
t he diazepam has the highest frequency of reports
fol | oned by neprobamate.

And | have included here another bar that

represents the nunber of cases in conbination where
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bl ood |evels of neprobamate and Carisoprodol were
detected. And that accounts for half of the cases
foll owed by Cari soprodol and cycl obenzapri ne, bochofen
and net hocar banal .

So what we can conclude for our results --
oh, well. | forgot the state boards of pharnacy data.
|"'msorry. |If we nentioned that we obtained fromthe
state boards of pharnmacy, we know that 27 states out
of 49 have indicated knowl edge of abuse of
Cari sopr odol .

Al so, we have information that seven
states have regulated Carisoprodol in Schedule 1V.
And they are under their own regul ations. The states
are GCeorgia, Hawaii, Kentucky, Massachusetts, New
Mexi co, Ol ahoma, and Oregon.

And, to conclude ny presentation, | wll
say that the frequency of reporting of adverse events
related to drug abuse for Carisoprodol is conparable
to that of diazepam and higher than that of
cycl obenzaprine, that Carisoprodol and di azepam have
a simlar frequency of drug-related energency
departnment nentions.

| would |ike to point out that diazepamis
shown in italics because it's a currently schedul ed

drug and it also has another indication. |It's used
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al so as an anxiolytic. So it has another indication
nmore than for the nuscle spasns.

W can concl ude al so that Carisoprodol was
associ ated with al cohol in 25 percent of drug-rel ated
ener gency departnment nmentions and also with opiates in
25 percent of these reports. In general, for
Cari soprodol and neprobanate, there was a simlar
distribution in notive for use, age of users, and
sour ce.

In conparison with diazepam there was a
| ower incidence of death reported by nedi cal exam ners
for Carisoprodol. And Carisoprodol is currently
schedul ed in seven states.

That concl udes ny presentation.

CHAI RMAN  SCHNEI DER: I thank you very
nmuch.

Questions? M. Fal kowski ?

MS. FALKOWBKI: Yes. |'m curious about
your statenment that it's simlar frequency of

enmer gency departnent nentions with di azepam

DR. CALDERON: Yes. Vell, | mde the
cal cul ati ons. And, actually, | think | have an
overhead. | thought of that question. |If | can get

it, approximately the counts are 60 percent for

suicide. And you have the 14 --
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M5. FALKOWEKI : Oh, you nean for the
notive of use?

DR. CALDERON: For the notive of use.

MS. FALKOWEKI : Ri ght, right. Let nme
point out there were 14,000 energency departnent
mentions of diazepamin '95 conpared with 7,900 for
Cari sopr odol .

DR. CALDERON: When you divide it by the
nunber of prescriptions, the conmon denom nator is the
nunber of prescription sales.

M5. FALKOWEKI : So then you're talking
about --

DR. CALDERON: The drug's value for that
period of tinme, that's what gave us the frequency of
reporting.

M5. FALKOWSKI: VWhich is a rate --

DR. CALDERON: Is a rate, is a rate --

M5. FALKOWEKI : -- that you're talking
about, a standard --

DR. CALDERON: -- of adverse reports
rel ated to nunber of prescriptions.

M5. FALKOWSKI :  Thank you

CHAl RVAN SCHNEI DER:  Dr.  Young?

DR. YOUNG | have a question about how

data are entered into these databases. | f soneone
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cones in with a report of using this conpound and
di azepam and an opiate and al cohol, is that entered
into --

DR. CALDERON: In the FDA database?
Usual |y when you read the report, you have all the
ot her drugs that they are using in conbination. And,
actually, | went one by one of the cases. And that's
why | stated that in half of the reports it was used
i n conbi nations.

DR.  YOUNG And in those instances in
which it's used in conbination, are both drugs entered
into the database separately?

DR.  CALDERON: They are both drugs
ent er ed.

DR YOUNG And can you identify -- if you
got a conbi nati on case --

DR CALDERON: Yes.

DR YOUNG -- and the reason for use is
dependence or the reason for use is a suicide attenpt,
is that also entered into both drugs or is there --

DR CALDERON: W get notive for use from
the DAWN data. And both drugs will be entered in the
system

DR YOUNG In the DAWN data --

DR CALDERON. In the DAW data, when they
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refer to notive for wuse, it refers to the whole
epi sode and --

DR. YOUNG The notive for use, say if a
suicide attenpt was made with a barbiturate but that
was conbined with clonidine --

DR CALDERON: Yes.

DR. YOUNG ~-- or conbined wth aspirin,
the suicide would al so be entered in as aspirin?

DR. CALDERON: It wll rank the first
drug. It will rank probably barbiturate. They wl|
rank. They will rank the drugs A, B, C but they wll
be entered in, the three of them

DR YOUNG So the notive for use could be
attributed to any of the drug in the conbination. And
that's a problem R ght.

DR. CALDERON: Both systens have their
limtations. And, if you could see, also | have
reported in -- when you are going for the reports,
death accounts only for two deaths since 1969. But
when you are going actually through the reports, |
went through the reports from 1991-1995.

You arrive to the nunber of ten deaths.
So they have been reported either as overuse,
overdose, or as suicide attenpt, but the outconme was

deat h.
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DR. YOUNG And in each of these cases,
this was the only conpound used?

DR. CALDERON: In two out of ten, it was
the only drug used.

DR. YOUNG But in every other case, you

DR. CALDERON. The ot her cases they have

been used mai nly in conbi nati on W th
dextr opr opoxypene, | woul d say.
M5. FALKOABKI: |'mcurious about the DAWN

medi cal exam ner data that was contained in our packet
of materials that showed sonewhere on the order of
magni tude of 40 to 45 nentions in the ME data per year
since 1990.

| think in order to nmake nore val ue of
those figures, it would be helpful and alnost
necessary to have the total denom nator of how many
mentions. It's hard to look at a pattern over tine
wi t hout a denom nat or.

DR. CALDERON: The denom nator of our
frequency of reporting always has been the nunber of
prescriptions. That's what your --

M5. FALKOWBKI: Even in the ME data?

DR. CALDERON: Even in the M data.

That's the only common denom nator that we could find.
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| would Iike to point out also that in the
cases reported for Carisoprodol, in 62 percent of
t hose cases, |evels of neprobanmate have been found in
bl ood. That's why in the nedical exam ners' reports,
you will see Carisoprodol and neprobamate.

That's why probably they are -- we don't
know t hrough the data through the nunbers. W cannot
know if both drugs were taken or because both drugs
were detected in blood. That's the way they were
reported.

M5. FALKOABKI : Just a foll ow up question.
I"mtrying to ascertain wwth a raw nunber of 45 per
year, it's hard to determne if that's a trend line in
the absence of, well, maybe all Mt deaths went up
increnentally during that sane tine period. And
that's what |I'm | ooking for. And I couldn't |ocate
that. It seens relevant.

CHAl RVAN SCHNEI DER: Dr. de Wt?

DR de WT: | guess I'mcurious that one
of the primary notives for -- I'mnot sure whether to
call it abuse -- suicide attenpts. And is that really

in the spirit of our scheduling decisions, a drug that
has potential for suicide? Are we considering that a
drug of abuse?

DR. CALDERON: | think that Dr. Wi ght
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would like to --

CHAl RVAN SCHNEI DER:  Dr. Wi ght?

DR WRIGHT: Dr. Wi ght.

VWether it is proper to do so in the
spirit of behavioral pharnmacol ogy, we don't know, but
we found an association between drugs of abuse and
suicide attenpts. So we have used it as a marker but

not as a pathommeononic marker of abuse-related

deat hs.

CHAI RVAN SCHNEI DER:  Yes, Dr. Klein?

DR KLEIN. | would just say that it's not
a primary indicator. |It's associated with drug abuse.

And so we mark it like Dr. Wight had said, the
secondary issue that we're | ooking at.
CHAI RVAN SCHNEI DER: Any ot her questi ons?
(No response.)

CHAl RVAN SCHNEI DER: Thank you very, very

much.

DR. CALDERON:. Thank you.

CHAI RVAN SCHNEI DER: Now, Comm ttee, |
have a couple of options for us. Il would like to

suggest that we take a five-mnute break and then cone
back for our discussion and conclude after our
di scussion. Dr. Wight?

DR, WRI GHT: I do have a piece of
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information for you, and that is that there is no
schedul ed NI DA speaker that we know of.

CHAI RVAN SCHNEI DER:  Yes. Thank you.
have been informed of that, and | appreciate that. |Is
that okay or do you want to forge on wthout a
five-m nute break? Being older, | heresy declare a
five-m nute break.

(Wher eupon, a recess was taken at 12:46

p.m)
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AAF-T-EERNOON SESSI-ON
(12:56 p.m)
CHAI RVAN SCHNEI DER: | f we may, | adies and
gent | emen, take our seats, we would appreciate it. MW
character is being assaulted over here.
Ladies and gentlenmen, thank you for
conveni ng agai n. And, Dr. Wight, | do appreciate
your willingness to forge ahead.

DI SCUSSI ON

CHAI RMAN SCHNEI DER:  We have a questi on,
and that is: Wuat further information and what ot her
data do we believe needs to be gained and brought
forth to make a final consideration of the issue?

Let ne nake a couple of comments to start

with, if | mght. | certainly do appreciate the
industry's input. | do cone froma rather -- | don't
think I can say biased but experienced person in

having dealt in the addiction field for all these nmany
years and having seen what | have seen, specifically
with this drug and with other drugs that originally
were not considered to be addictive and which down the
road were proved to be.

| amprepared to say that | am goi ng back
and bring you nore information as | review the

l[iterature and our own experience of just one small
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and | say small, clinic, 20 beds. And | wll peruse
literature from 1990 through '94. 1've already done
the '"95 and '96 and have cone up with sone data. So
| nust say that | have an experiential bias in this
matter.

Secondly, we have heard today from the
industry that only a small proportion of the materi al
breaks down into neprobamate, but we have al so had
evidence to show us that neprobamate wll be
accumul ative. And in those patients, particularly who
have devel oped either tolerance or the desire or the
need to take nore than prescribed doses, this becones
a maj or probl em

Having said that, | think that the only
other thing that I would like to cormment on and to
reiterate what | already said earlier today, and that
is that this drug appears to have gotten into two
hands, that into the prescriptive hands, where it's
supposed to be, and it appears that it is in the

diverted market. So we have to look at it fromthat

aspect.

| suspect, unless sonebody wants to nake
ot her suggestions, what I'd like to do is -- yes,
Doct or ?

M5. FALKOMSKI : No. Go ahead.
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CHAI RVAN SCHNEI DER:  -- that we poll and
just go around and nmake whatever comments we want to
make regarding what addi ti onal information s
necessary to be brought before the departnent for --
why don't you go ahead and start. You had a questi on.

M5. FALKOWBKI: That's right, so antsy.
At any rate, | guess one of the things that | feel is
an inportant charge of this Commttee is to really
evaluate the existing data that's available from
mul ti pl e sources, acknow edgi ng that each data source
has its limtations but collectively they paint a
pi cture that woul d not otherw se exist.

So, in that regard, | remain adamant in
getting sone additional pieces of data presented in a
way that are nore nmeaningful than currently has been
sunmari zed in any of the materials we received.

| think one of the key pieces included in
that is a nore detail ed breakdown of the STRI DE data
in terns of summary statistics, in terns of hel ping us
di stingui sh case reports where it's a doctor gone bad
or a pharmaci st gone bad or whatever to give us sone
sort of nore neaningful quantitative basis to
determne the preval ence of the abuse. | think that's
extrenely inportant.

In addition to that, while the DEA' s
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presentation includes indication of abuse and |isted
on that slide were doctor shoppers, elevated doses,
fraudul ent prescriptions, we need nore infornmation
about what the magni tude of that abuse is.

It's one thing to list incidents around
the country and because incidents occurred in many
state to assune, that it's widespread. But they stil
could be isolated cases occurring in different
geographic regions. And | need nore information to
sort that out.

In addition to that, when we heard from
DEA about Cari soprodol conbined with other drugs and
it had an overhead there about cocaine and
Cari soprodol conbi nations, another one wi th heroin,
cocai ne, and Carisoprodol sold as heroin, what's the
preval ence of that? Are these two cases, one case?
"' m curious about that.

So | think those, mninmally, are the types
of data we need. | also think having heard for the
first time -- | guess | just have to back up a second
to say that we received information. But, yet, when
we canme today we heard two additional years of
information that we did not get in advance. And |
think that puts us all at a disadvantage of terns of

being in really an informed position to evaluate
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t hi ngs.

Today was the first time | heard about
Cari soprodol com ng across the Mexican border. That
was the nature of ny inquiry about where it's
manuf act ur ed.

| think there are sone things that can be
done to try to docunent that in a nore deliberate
manner, possibly doi ng sonething coll aboratively with
Custons to see if people going across the border with
decl arations of drugs, keep track of that for a week
or a period of tinme, how many people are declaring
Cari soprodol for personal use. |s that a phenonenon
that's going on? Are we tal king about sonething el se?
At any rate, you kind of get ny drift.

| think we're al so tal ki ng about, wherever
possible, for all the different data that we've | ooked
at, we're getting, | believe, mxed nessages about a
change that's occurred or that is occurring about the
abuse of Carisoprodol, wusually in conbination with
ot her opi ates.

And if we're to evaluate a change, then
don't group all the years from 1990 to 1996 into one
[unp sum Let's see what the change is over the years
or is there a change? And what's the nature and the

extent of the change?
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Let ne see. Then | also think special
attention needs to be directed with the DAW ener gency
roomdata. And |I'd also |ike further docunentation of
sonme of the conclusions reached by the DEA in their
statenment when they said it constitutes -- and |I'm
referring here to Page 41 of their docunent when they
state that it's a significant abuse problem in
California, Idaho, Massachusetts, M ssissippi, Nevada,
New Yor k, and Washi ngt on.

| guess | would like to see the foundation
for those concl usions sinply because when you | ook at
DAWN data on a city by city basis, for exanple, there
were no nentions of Carisoprodol in New York Gty DAWN
in either 1994 or 1995.

Now, maybe that's an anomaly and maybe we
have heard it's nore in western New York. That could
be sonething going on. But if it's a significant
abuse problemin the State of Washington, it's curious
to me that the nunber of Carisoprodol, enmergency room
nmenti ons of Carisoprodol, in Seattle actually declined
18 percent from1994 to '95. So there are sone things
that | find curious that don't really match the
concl usi ons that have been drawn.

Finally, I'd like to get what | feel sone

nore accurate information about prescriptions that
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have been witten. What's the frequency of
prescriptions over tinme broken down by year?

| notice in the docunent we received the
nunber of prescriptions was nentioned and broken down
annual |y, but the nunbers that are presented on Page
36 do not match the same figures cited as com ng from
t he same source appearing later in the docunent, on
Page 195. So there are sone inconsi stencies.

And | also think that in |ooking at the

data that | had avail abl e i ndependently, that using
those figures, -- | just picked one group to be the
prescription figures -- that between 1992 and 1994,

there has been a 14 and a half percent increase in the
nunber of prescriptions for it.

And at the sane tinme, enmergency room
mentions of it have gone up less than 14 percent. To
me, that's contrary to establishing a case for
i ncreased preval ence of abuse. So those are just a
few things that came to m nd.

| also would like, Dr. Wight, if you
could conmment, too, on what precedent there is for
scheduling drugs based on the fact that they're
typically abused always in conbination with another
dr ug.

And before | direct that question to you,
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it strikes nme that -- and I"'mjust throwng this out
as food for thought for people, but it strikes nme that
if we're talking about the abuse potential and the
ri sing abuse of different prescription drugs that are
used in ways other than are nedically prescribed,
there could be bigger fish to fry than Cari soprodol .

And |I'm thinking here particularly of
cl onazepam which has showed up al so used by opiate
addicts to potentiate the effects of that, also
di vergent prescription practices for sonething that
was originally indicated in the treatnment of brain
sei zures. And |'m also thinking of flunitrazepam
whi ch has been scheduled as Schedule | in at |east
four states and another state as an emergency Schedul e
l.

CHAI RVAN SCHNEI DER: Dr. Wight, do you
want to respond?

DR.  V\RI GHT: Yes. You are perilously
cl ose to becom ng a subcommttee chair.

(Laughter.)

DR WRIGHT: And your enthusiasm does you
great credit.

W have a problem and the DEA has a
pr obl em And we don't know how to resolve the

problem Traditionally |aw enforcenent data has been
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treated as categorical data. It's been treated as it
occurred, not here is the rate of occurrence, here is
how many tinmes it occurred in relationship to this
other drug, not this is how serious a problemit is.
It has been treated usually as it is a crine, it
occurred, we should do sonething about this crine.
And that is a reasonable way if you're in conpliance

| aw enforcenent, essentially police and protection

node of dealing with what happens. It doesn't nmatter
how frequently a crine is being conmmtted. It is
still a crine.

From a sci ence and heal th perspective and
in ternms of public policy and how nuch resources we're
going to put on this versus how nmuch resources we're
going to put on that or in terns of making a relative
judgnment of how bad a problem is or whether we're
getting ahead of a problem then we need to begin to
| ook at all of the things that you' ve said, rates,
relative rates, relative risk, and all of the concepts
of epidem ology that will delineate the nmagnitude of
a problemin that dinension.

W do not yet know how to | ook at sone of
this law enforcenent data in terns of rates. We
sinmply don't have a validated nethod that we've used

over tine.
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So if you have thoughts about that, we
woul d very much like to hear them probably witten
because that's easier to think these through than on
t he spot --

MS. FALKOABKI: Right.

DR. WRIGHT: =-- in the Committee.

M5. FALKOABKI: Vell, | think, even in the
absence of rates, sone sort of categorization to help
us distinguish |large cases fromsnmall cases to sort of
categori es of pharmaci sts gone bad, doctors gone bad,
to just --

DR WRIGHT: So what |I'mhearing fromyou
is that it is not helpful for you just to know that
sonet hing i s happeni ng.

M5. FALKOABKI: No. In the real mof drug
abuse, so many things can happen. It is not
surprising when they do it, you know.

DR WRIGHT: But it would be nore hel pful
for you to have sone standard conparators or sone
attenpt to categorize how bad is it.

CHAl RMAN SCHNEI DER:  Yes, that's it, and
how bad - -

M5. FALKOWSKI: The nature and extent.

CHAI RVAN SCHNEI DER° How bad does it have

to be to be schedul ed?
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DR WRI GHT: kay. Now, | can talk a
l[ittle bit about that. How bad is it to be schedul ed?
First of all, we have had drugs that have been
scheduled as a result of their abuse in conbination
with other drugs, probably T s and bl ues. Pentazocine
is the best exanple of that.

There are sone general principles on
scheduling that vary according to the specific
circunstances in which you find yourself. |If there is
an energent problem it appears there is a grave
threat to life and health. We can sinply schedul e
first and sort it out later. That is a rational
strategy if you have an energi ng problem

I f you have a problemthat does not appear
to be so severe and has been going on for sone tine
and may have hit the threshold, then another strategy
that's been used by the Conmttee in the past is to
say: Do you need this renmedy or is a |esser renedy
r easonabl e?

We have had conpanies take voluntary
actions, sonme of which have been effective, sone of
whi ch have not, to try to deal with the issue.

So part of what we'd |like to hear fromyou
-- and we have nore nenbers to go -- is: Is this an

enmergency or is this sonmething where we should try to
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craft a renmedy? And if we do, what kind of
information will we need to craft that?

CHAI RVAN SCHNEI DER:  Thank you.

|'"'m going to -- is this on the sane
subject or is it going to bring sonething up? [I'm
going to ask if M. Lloyd would nmake his coment t hat
| know he has to nake.

MR, LLOYD: Thank you.

I'"d like to share with the Conmttee a
smal |l and recogni zed insignificant piece of data. In
our State of Arizona, the Board of Pharmacy does
operate a fax network warning system that reports
bogus phone-in prescriptions, forged prescriptions,
prescription pad theft, doctor shopping, and other
incidents that are voluntarily reported to the Board
of Pharmacy and pretty generally confined to the
met ropol i tan Phoeni x ar ea.

|"d just share with you, for what it's
worth, a year ago, in January of 1996, our statistics
showed that Carisoprodol was nunber five reported item
in a group of about 12 individual drugs that were
report ed. Those that were ahead of it were
hydr ocodones, oxycodones, codei ne, and
benzodi azepi nes.

In January of 1997, reporting from the
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previ ous cal endar year, Carisoprodol noved up to third
in those reportings, headed only by hydrocodones and
oxycodones. So it nmade a significant increase inits
position in reportings over the |ast year.

And then | think one of our previous
speakers referred to this but may not have specified
exactly the origin of it. The National Association of
State Controlled Substances' authorities in a
resolution at their neeting in Novenber of 1996
i ndicated their support for scheduling of Carisoprodol
in the resolution that they have published.

CHAI RVAN SCHNEI DER:  Thank you.

Ms. Cohen?

MS. COHEN: Yes. | have several concerns,
but certainly you were nost el oquent and | appreciate
it. I'mnot sure what the conpany knows and what they
don't know. And in terns of the presentation, | hope
that you know nore than what was presented. And that
troubles nme greatly.

And, in turn, what kind of information,
what kind of inserts, what kind of |abeling are you
gi ving consumners? | think we are apart of the
process, and we have to know everything there is to
know.

And in ternms of the HM3s, since they're
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schedul ed many people in a short period of tine,
consumers are going to have to get nore information to
make sone intelligent choices. And |I'mnot sure that
they're going to get it if they don't get nore
i nformati on.

| "' m concerned about the dependency, the

al | egations of dependency. |I'm concerned about drug

conbi nations. | don't know how much testing has been

done. And, all in all, I'"mjust unconfortable.
Let's put it this way. |[If | went in to

see a physician because of sone kind of problem and
t hey recommended Soma to ne, | would be unwilling to
take it based on the information that has not been
supplied and the information that has been suppli ed.

| think we have to do nuch nore than we've
got .

CHAI RVAN SCHNEIDER: | think I will poll
the group. Dr. Strain?

DR STRAIN | think there is sonething of
concern here. | think that the basis of this is
anecdotal reports and that that's a useful first step
for identifying something of concern, but, as Carol
has pointed out, it's hard to get a grip on it as far
as the data set.

| don't think -- in response to Dr.
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Wight's question, I would not characterize this as an
enmergency. | don't think we've got to do sonething
today, at |east not before |unch.

(Laughter.)

DR. STRAIN. But | will agree with what
probably everybody in the roomw || agree with, which
is that we need nore data and/or, probably and, we
need a better analysis of existing data, | think. So

" magain reflecting ny peer.

Wth those points in mnd, | have two
further coments. One, | think we need controlled
studies of this conmpound in humans. | would like to

see abuse liability testing al one and abuse liability
testing in conbination.

Dr. Harris has comented that we' ve got
the techni ques, we've got the technol ogy, we can do
this, let's doit. Sol'dlike to see sone controlled
st udi es. And, secondly, I'd like to see better
descriptive work com ng out of epidem ol ogic work.

And I'm not sure how this mght be
pursued, but if, for exanple, this could be flagged in
the DAWN network as sonething that we want to hear
about over the next few reporting cycles or if there's
any other small epidem ol ogi c study that m ght be done

or there's sonme work through the drug use forecasting
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systemas well that m ght conpl enent what we've hard

so far.

CHAI RVAN SCHNEI DER:  Thank you.

Ms. Fal kowski, anything el se?

M5. FALKOABKI: Me?

CHAI RVAN SCHNEI DER:  Yes.

MS. FALKOWEKI : No. | think I've said
enough.

CHAI RVAN SCHNEI DER:  Anyt hi ng el se?

MR. LLOYD: | would agree with what Dr.
Strain has said, wth what M. Fal kowski has said.
And 1'd like to suggest one other itemthat | don't
think I'm betraying any confidence in this. | think
there was an FDA-Custons joint effort at a border
crossing about a year and a half ago where
border-crossing individuals either at Juarez or at El
Paso were stopped and queried about their bringing
drugs back into the United States.

| don't have the data. | have seen the
data, but | don't have the data as a result of that
query. That did cone up today during sonebody's
di scussi on about border-crossing drugs.

If that study is a reliable study -- it
was a one-day study. But if that was a reliable

t hi ng, maybe we'd want to know about that.
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M5. FALKOABKI: | can speak to that a bit.
It was a directed study sinply to track the frequency
of peopl e declaring Rohypnol com ng across. And |
think they did it for a one-week period.

| guess what | was suggesting was doing it
for a one-week period but doing it wth Sona or doing
it wwth Carisoprodol just to get a snapshot picture.

MR LLOYD: The one | saw had about 15 or
20 drugs on it --

M5. FALKOWBKI: Yes, right.

MR LLOYD: -- in addition to the
Rohypnol .

MS. FALKOABKI: Right.

MR. LLOYD: Ckay.

CHAI RVAN SCHNEI DER:  Dr. de Wt?

DR de WT: It seens to ne that we have
close to 40 years of clinical experience with this
dr ug. It's been on the market. It's been widely
avai |l abl e. And from the data that we have seen,
concern about abuse has really only occurred in the
| ast four or five years.

I"'ma little concerned about the increase,
but 1" mwondering whether it could just be an artifact
of changes in marketing or changes in reporting.

| think that we do have the infornation
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that we need avail able, as Ms. Fal kowski pointed out.
W can | ook at use particularly over tinme in the |ast,
say, 20 years and then also in terns of place and al so
in ternms of quantity and relative to other drugs in
simlar categories, so other nuscle relaxants, both
schedul ed drugs and unschedul ed drugs. So | think it
| ooks as though there's sone increase in use.

W need to al so separate out whether this
i's general evidence of abuse or whether it's a fad,
whi ch coul d be exacerbated by kind of popul ar nedi a,
the internet or sonething |like that.

So, in ny judgnment, this is sonething that
we should nonitor, but it doesn't seemto be severe
enough for us to take a serious action, certainly not
as serious as scheduling.

We could consider, for exanple, adding
sonmething to the | abel, warning physicians that this
shoul d not be used chronically, possibly a letter to
physi ci ans indicating that there have been reports of
abuse.

So | think there are a nunber of neasures
that we could take in doing some surveillance. There
are neasures that we could take short of scheduling a
drug, which seens pretty severe in this category of

drug?



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

180

CHAI RVAN SCHNEI DER:  Ms. Cohen?

M5. COHEN. | think that | expressed ny
concerns. And everybody el se has expressed it better
than | can. But | find it worrisome with what cane
from DEA and what canme from FDA and the charts that
they showed and the different possibilities of what
this drug can do.

| woul d think Robaxin used to be the drug
of choice for nuscle relaxants for a while. And they
found out it didn't work very well. So this m ght be
the next one. | don't know. But I think we need to
know a | ot nore.

CHAIRVAN SCHNEIDER  1'd |ike to nmake one

nore comment because we're |ooking for additiona
data. And I've not seen this ever done. That is,
t hi nk al cohol and drug treatnent prograns across the
country, particularly in-hospital ones, although
they're getting very -- they're easier to poll these
days.

They' ve dropped from 36,000 to about 1, 600
beds in this country, the point being to send a letter
of inquiry to the treatnment centers across the country
or certainly a sanpling of them particularly those of
us in southern California, where we are near Mexico,

where | know the stuff is being brought in, anecdotal,
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factual, statistically not very hel pful, and find out
just what their experience has been in this drug and
sone of the other drugs. I think that would be
extrenmely hel pful. And | think it would be an

eye-opener, frankly.

Dr. Young?
DR. YOUNG Well, I'"'mgoing to speak to
t he preclinical pharnmacol ogy of the conmpound. | found

it very difficult to interpret many of the statenents,
the descriptions about the clinical pharmcol ogy of
t he conpound in the absence of nmuch understandi ng of
much descriptive work of the preclinical pharmacol ogy
of the conpound.

As Dr. Harris pointed out, nuch of the
mat erial seens to date fromthe early '60s, many of
the animal tests. And |I've got a reconmendati on.

' mgoing to before that make a di scl ai ner
that I'"'mon the Board of the College on Problens of
Drug Dependence. |'mgoing to make a reconmendati on
that this conmpound be submtted for eval uation through
the sedative and stinulant programthat the college
runs in order to get sonme information about its
psychol ogi cal dependence potential using some of the
noder n behavi or al phar macol ogi c t echni ques,

specifically probably drug discrimnation techniques,
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although | think there needs to be careful
consi derati on about what the appropriate conparators
are and potential for sustaining reinforced behavior.

| also am struck by the allegation
somewhat l|late in the presentations today that this
conpound produces directly physical dependence. And
"' m not sure whether or not the CPDD screens include
a direct physical dependence liability, but it seens
to ne that evaluation of the claimthat this conpound
i s produci ng physi cal dependence needs to be eval uated
in the context of some informtion about how species
who netabolize simlarly to humans, whether or not
they show a profile of physical dependence as well.
And | didn't see any information in the background
materials presented about that.

So | recommend that the agency work with
potentially the sponsor to devel op such information
about the behavioral pharmacology of the conpound
prior to identify the context in which to eval uate the
conmpound' s effects.

CHAI RVAN SCHNEI DER:  Thank you.

Dr. Khuri?

DR, KHURI: My el oquent coll eagues,
particularly Ms. Fal kowski and Dr. Strain, have spoken

to ny condition and concerns very well. | would |ike
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to add a few things, however.

We're concerned wth small nunbers here.
"' m inpressed by that. But we take every nunber
seriously, nunber one. Nunber two, we need nore
nunbers wth nunmerators, denom nators, trends, as was
wel | - spoken.

| particularly would like to know the
experience of ny colleagues in New York Cty of the
Ofice of Al coholism and Substance Abuse Services,
whi ch runs very good street surveillance teans and has
very good data with their ear to the ground constantly
and often citing trends before they happen nationally.

Unfortunately, | didn't cone prepared with
t hose statistics. Bl anche Frank, fornmerly on this
Commttee, could certainly be addressed as to whet her
there is new data there.

Particularly, we have over half a mllion
serious drug abusers in New York City. And they're
onto sonething | ong before we in acadene and treat nment
are. I'"d like to gather those statistics before |
feel there's a real problem

| liked Dr. Wight's usual felicitous
phrase that perhaps the threshold for access shoul d be
rai sed so that we can gather nore data.

" mal so concerned, and not just on this
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subj ect, about the sources of nedications which | find
increasing in ny own patients who are part of managed
care, nanely they can order a jug of whatever from
t heir managed care pharnmaceutical supplier. | don't
fully understand this. | think we need to | ook into
it.

Soneone cane into ny office the other day
with 500 codeine 1Vs, codeine 60 mlligrans wth
Tyl enol. She said she just called up and got them
But that's sonething that we certainly should | ook to
when we're counting nunbers because an awful lot is
goi ng around the damthat way.

Another thing that concerns ne is the
issue of suicide. W're dealing with small nunbers to
begin with, but I was struck that 60 percent of this
m suse was used in suicide attenpts.

It's hard to really control what's used
for suicide. W don't control handguns so well or
| ye, what have you. O ten people who are suiciding
just use everything that's around. And we know t hat
drug abusers have very high rates of suicide and
people in chronic pain situations have high rates of
suicide. So this may be an also-ran with that group.
But it's interesting to | ook at that.

So | think, again, we need nore nunbers.
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And | would not be in favor of conplete rescheduling
at this tine.

MS5. FALKOABKI: May | add one nore --

CHAI RMAN SCHNEI DER:  Yes?

MS. FALKOWSKI: Al right. | wanted to
respond to your inquiry about the Street Drug Anal ysis
Unit in New York City because |'ve |ooked at Dr.
Bl anche Frank's report from June of '93 on drug abuse
in New York City, where she nentioned -- | perused
comuni ty epi dem ol ogy wor kgroup proceedi ngs from N DA
for the past four years and found in New York Gty the
first mention of it was in June of '93, where a street
research unit reported that it was becomng nore
common anong cocai ne users and al so Cari soprodol and
al so sold on the street in Queens and Manhattan, which
| find curious because this was in 1993. That year in
New York City there were only 31 energency room
ment i ons. And the following two years, there were
none.

DR. KHURI : I am aware of that report.
And we have a very savvy team But |1'd like to know
what' s happeni ng between '93 and ' 97.

M5. FALKOWBKI: Yes. It has been --

DR KHURI: It would be very interesting

to look at because these are really well-trained
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people, and they're in the streets.

CHAl RVAN  SCHNEI DER: Is there a
physiatrist in the crowmd by the nanme of Dr. M chael
Kapl an? Wuld you like to say a few words?

DR, KAPLAN: Thank you very nuch for
giving ne a chance to say one other thing.

One of the hats that | didn't nmention from
before was | used to be at National Institutes of
Heal th al so. I was the Director of the Physical
Functi oni ng and Performance Programthere.

There was an extranural program where we
funded research. And in funding research, we al so had
to evaluate it. There's always a question for nore
data, nore prelimnary information

| think one thing as a clinician that I'm
concerned about is there's always nore data that you
need and al ways nore prelimnary data. Wen is enough
data inportant? How many deaths do you really have to
wait for before it becones an energent problenf

| think from Ilistening to people,
everybody understands that there is a problem The
magni tude of the problem may not be understood,
al though it seens to be enough of a problemto bring
us together. So | don't think any deaths are really

an appropriate thing.
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W have the Arizona experience, where you
have data there that shows it's a drug of m suse in
hi gh nunbers. We have a lot of clinical experience.
And who pays for the research?

By the tine we wait for NTH to put out a
proposal or a request for proposals, we get proposals
in. W have years. Then the project to be done takes
five to ten years.

Do the drugs conpanies pay for these
pr oposal s? Do we wait for NH to pay for the
proposals? | really don't think that we should wait.
| think that it should be a classified drug, too,
because one death is too many. But it's many nore
t han that.

And then if data supports later on that
this shouldn't be classified, you can even nmake it an
over-the-counter drug if you needed to, which would be
totally ridicul ous.

There's an energent problem now that
really needs to be addressed. Waiting to count people
across the border is sonething that we don't need to
do at this point.

CHAI RVAN SCHNEI DER:  Thank you.

Are there any other coments from previous

speakers?
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DR. RAINES: Just for a nmonent. One of
the things that I do with our students at the end of
our --

CHAI RVAN SCHNEI DER: I dentify yourself.

DR. RAI NES: I"m sorry. Arthur Raines,
Georgetown Uni versity.

One of the things that we do with our
students at the end of the course is give thema |ist
of the top 200 drugs that are prescribed because it
sort of gives the students a warm feeling that we
haven't been wasting their tine for the past 9 nonths.

| was surprised to | earn that Cari soprodol
was on that list of top 200 drugs. It was sonething
i ke 180 or sonme such thing. It hadn't been on the
list the year before. And | have not yet seen the
list for 1996, which is published in the February
i ssue of one of the drug trade nmagazi nes.

| think the data Dr. Cal deron showed t hat
between 1990 or '91 and '95 the nunber of
prescriptions has gone up by 60 percent addresses to
some extent the issue that was raised a little
earlier. And that is: How big is the problen? 1Is
this really a problen?

| think the fact that the apparent abuse

of Carisoprodol, which has only been sonething in
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recent tines, the last five years, sort of seens to go
in parallel wth the increase in prescriptions for the
agent. And fromeverything that | have read, nost of
the individuals that becone involved with this drug
get it through legitimte nedical sources.

So I don't know that the street is going
to be a major source of great new insights because
that's not where nost people are getting their
medi cat i on. Apparently they're getting it through
prescription.

So ny subjective inpression is we're not
dealing with a -- this is not penicillin for
pneunpococcal pneunonia. W are dealing with a drug
whi ch, at best, has nodest effects, if any. Thi s

woul d not be a great loss to the nmedical community if

CHAI RVAN SCHNEI DER:  These are opi ni ons.
And | appreciate it.

DR RAINES: | said subjective. These are
my opinions that if the threshold were raised for
availability, this would not be a tragedy to befall
t he medi cal community.

CHAI RVAN SCHNEI DER:  Thank you, Doctor.

Dr. Khuri?

DR. KHURI : | just wanted to correct a
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m sunderstanding that we get information from our
street surveillance on prescription drugs and
prescribed drugs but how they're then used by drug
abusers and what feels good.

For exanpl e, clonidine has been nentioned
as an abused drug today. And one that wasn't
mentioned is Elavil, amtriptyline, which is extrenely
commonly used and has a street value as well as a | ot
of the other antidepressants. | won't go through the
long list.

CHAI RMAN SCHNEI DER:  Dr. Staats?

DR STAATS: Thank you for recogni zi ng ne.
Again, I'mDr. Peter Staats.

|'"d just like to nake the comment that |
don't think anybody has suggested that there may not
be a role in acute managenent, at which tine patients
are seeing their physicians.

The industry has indicated earlier that
they would be wlling to |ook how many repeat
prescriptions are made for this drug. That would give
us an indication of what kind of problemthis is in
t he chronic popul ation, which | agree that we don't
know. But it should be easily avail able.

CHAI RVAN SCHNEI DER:  Thank you.

Any other comments from the panel, from
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FDA? Dr. Wight?

DR WRIGHT: Well, | think your comments
have actually from our perspective been a howing
success. I have two pages of things that could be
done. W will now have to sit down and sort out with
t he sponsor what is reasonable to do, what is rationa
to do, and what is acconplishable.

| would like to review the bidding a
little bit so that | can nake sure that |'ve captured
those things that you have suggest ed.

I heard a nunber of things, nost
el oquently actually, fromour consuner representative
that could be done about patient and physician
information, ranging frominformation in the | abeling
of the drug through physician educational materials,
changes in detailing, public information and education
prograns, and even changes in advertising and
pronotion, if appropriate.

| heard a | arge nunber of things; in fact,
too many to go through line by line, that fall under
the category of  Dbetter information gathering,
sonmetimes sinply reanalysis of the information that we
al ready have in a denom natored fashion.

| heard a variety of suggestions for sone

new science that it would be appropriate to do. And
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| woul d concur with nost of those, if not all of them

It was al so suggested that a concerned and
responsi bl e corporate sponsor would wi sh to engage in
sone sort of control activity independent of
scheduling to try to deter usage, msuse of their
pr oduct .

And so we have sonething in all of those
areas. And | think we have what we asked you to do.

CHAI RVAN SCHNEI DER:  Thank you.

| would like to take this -- did | hear
sonebody groan?

(Laughter.)

CHAI RVAN SCHNEIDER | would like to take
this opportunity to thank Ms. Kinberly Topper for her
great care of our needs.

(Appl ause.)

CHAI RVAN SCHNEI DER° Now, unless there is
other material that anybody would |like to tal k about
-- yes, Dr. Wight?

DR. WRIGHT: Very brief. So don't fee
di stressed.

W will be probably trying to put together
t he subcomm ttee on outcone neasures in tobacco usage
trials that was reiterated in this Advisory Conmttee

that we really did need to |look at how we collect
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those netrics. And so we wll be getting in touch
with sone of you for further opportunity for service.

CHAI RMAN  SCHNEI DER: Fi ne. I woul d
entertain from the Commttee unless there's sone
resistance to this a notion to adjourn.

DR. STRAIN. So noved.

M5. COHEN: | so nove.

CHAI RVAN SCHNEI DER:  Al'l in favor?

(Wher eupon, there was a chorus of "Ayes.")

CHAI RMAN  SCHNEI DER: Have a safe trip
home, famly. Thank you. |It's adjourned.

(Whereupon, the foregoing mtter was

concluded at 1:40 p.m)



